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This listing of claims will replace all prior versions and listings of claims in the 
application. 

Listing of Claims 



is -NHC(R^)(R^)X^ or -NHX"^; 

X^ is hydrogen, fluoro, -OH, -0R\ -NHR'^ or -NR^^R^^ and X^ is hydrogen or X^ and X^ both 
represent fluoro; 

X^ is cyano, -C(R^)(R^)R'^ -C(R^)(OR^)2, -CH2C(0)R^^ -CH=CHS(0)2R^ 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R^)S02R^ or -C(0)C(0)R^; wherein R^ is hydrogen, (Ci.4)alkyl, 
(C3-io)cycloalkyl(Co-6)alkyl, hetero(C3.io)cycloalkyl(Co-3)alkyl, (C6-io)aryl(Co-6)alkyl, 
hetero(C5-io)aiyl(Co-6)alkyl, (C9.io)bicycloaryl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 
R^ is hydrogen, hydroxy or (Ci_6)alkyl; or where X^ contains an -NR^R^ group, R^ and R^ 
together with the nitrogen atom to which they are both attached, form hetero(C3.]o)cycloalkyl, 
hetero(C5-io)aryl or hetero(C8-io)bicycloaryl; R^ is hydrogen or (Ci^)alkyl and R^ is hydroxy or 
R^ and R^ together form oxo; R^^ is hydrogen, -X^ -CF3, -CF2CF2R^ or -N(R^)OR^; R^ is 
hydrogen, halo, (Ci_4)alkyl, (C5-io)aryI(Co-6)alkyl or (C5_io)heteroaryl(Co-6)alkyl, with the proviso 
that when X^ is cyano, then X^ is hydrogen, fluoro, -OH, -OR'* or -NR^^R^^ and X^ is hydrogen or 
X^ and X^ both represent fluoro; 



1. 



(Currently Amended) A compound of Formula I: 




O 



in which: 
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is comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobicyclic ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof, with the proviso that when -X^ is other than a 
heteromonocyclic ring containing 5 ring member atoms, wherein no more than two of the ring 
member atoms comprising the ring are heteroatoms, then is fluoro, -OH, -OR'^, -NHR^^ or 
-NR^^R*^ and X^ is hydrogen or X^ and X^ both represent fluoro; 

wherein within R^, X"^ or X"^ any alicyclic or aromatic ring system is unsubstituted or substituted 
further by 1 to 5 radicals independently selected from (Ci_6)alkyl, (Ci.6)alkylidene, cyano, halo, 
halo-substituted(Ci.4)alkyl, nitro, -X^NR^^R^^ -X^NR*^C(0)R^^ -X^NR^^C(0)OR^^, 
-X^NR^^C(0)NR^^R*^ .X^NR^2C(NR^^)NR^^R^^ -X^OR^^ -X^SR^^ -X^C(0)OR^^ 
.X^C(0)R'^ -X^0C(0)R'^ -X^C(0)NR^^R^^, -X^S(0)2NR^2r*^ -X^NR^^S(0)2R^^ 
-X^P(0)(OR^^)OR^^ -X^OP(0)(OR^^)OR^^ -X^NR^^C(0)R^^ -X^S(0)R^^ and -X^S(0)2R^^ 
and/or 1 radical selected from -R'"^, -X^OR^^ -X^SR^^ -X^S(0)R^^ -X^S(0)2R^^, -X^C(0)R^^ 
-X^C(0)OR^^ -X^OC(0)R^^ -X^NR^^R^^ -X^NR^^C(0)R^^ -X^NR^^C(0)OR^^ 
-X^C(0)NR*^R^^ -X^S(0)2NR^^R^^ -X^NR^^S(0)2R^^ -X^NR^^C(0)NR^^R^^ and 
-X^NR^^C(NR^^)NR'^R^^ wherein X^ is a bond or (Ci_6)alkylene; R^^ at each occurrence 
independently is hydrogen, (Ci_6)alkyl or halo-substituted(Ci_6)alkyl; R^^ is (Ci.6)alkyl or 
halo-substituted(Ci.6)alkyl; and R^"^ is (C3_]o)cycloalkyl(Co-6)alkyl, 
hetero(C3-io)cycloalkyl(Co.3)alkyl, (C6-io)aiyl(Co-6)alkyl, hetero(C5.io)aryl(Co-6)alkyl, or 
(C9.io)bicycloaryl(Co.6)alkyl or hetero(C8.io)bicycloaryl(Co.6)alkyl; 

R^ is hydrogen or (Ci.6)alkyl and R^ is selected from a group consisting of hydrogen, cyano, 
-X^NR^^R^^ -X^NR^^C(0)R^^ -X^NR*^C(0)OR^^ -R^^ -X^NR^^C(0)NR^^R'^ 
-X^NR^^C(NR^^)NR^^R^^ -X^OR^^ -X^SR^^ -X^C(0)OR*^ -X^C(0)R^^ -X^OC(0)R^^ 
-X^C(0)NR^^R^^ -X^S(0)2NR*^R^^ -X^NR^^S(0)2R^^ -X^P(0)(OR^^)OR^^ 
-X^OP(0)(OR^^)OR^^ -X^NR^^C(0)R^^ -X^S(0)R^^ -X^S(0)2R^^ -R^^ -X^OR^^ -X^SR^^ 
-X^S(0)R^^ -X^S(0)2R^^ -X^C(0)R^^ -X^C(0)OR^^ -X^OC(0)R^^ -X^NR^^R^^ 
-X^NR^^C(0)R^^ -X^NR^^C(0)OR^^ -X^C(0)NR^^R^^ -X^S(0)2NR^^R^^ ^X^NR*^S(0)2R^^ 
-X^NR^^C(0)NR^^R^^ and -X^NR^^C(NR^^)NR^^R^^ wherein X^ R^^ R^^ and R^^ are as defined 
above; or R^ and R^ taken together with the carbon atom to which both R^ and R^ are attached 
form (C3-8)cycloalkylene or (C3.8)heterocycloalkylene; wherein within said R^ any heteroaryl, 
aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is unsubstituted or 
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substituted with 1 to 3 radicals independently selected from (Ci.6)alkyl, (Ci^)alkylidene, cyano, 
halo, halo-substituted(Cj^)alkyl, nitro, -X^NR'^R'^, -X^NR'2C(0)R'2, -X^NR'^C(0)0R'^, 
-X^NR'2C(0)NR'2r'^, -X^NR'2C(NR'2)NR'2r'2, -X^OR^^ -X'SR'^ -X^C(0)0R'^ 
-X^C(0)R'^, -X^0C(0)R'^ -X^C(0)NR'2r*^ -X^S(0)2NR'^R*^, -X^NR'2S(0)2R'1 
-X^P(0)(0R'^)0R^^ -X^0P(0)(0R'2)0R'^ -X^NR'^C(0)R'^ -X^S(0)R^^ -X^S(0)2R'^ and 
-X^C(0)R'^ wherein X^ R'^ and R'^ are as defined above; 

R^ is (Ci.6)alkyl or -C(R^)(R^)X^, wherein R^ is hydrogen or (Ci.6)alkyl and X^ is selected from 
-X^'^R'^ -X^NR'^C(0)R'^ -X^*^C(0)0R'^ -X^NR'2C(0)NR'^R'^, 
-X^'2C(NR'2)NR'^R'^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR*^R'^ -X^S(0)2NR'2r'^, -X^R'^S(0)2R'^, -X^P(0)(0R'^)0R*^, 
-X^0P(0)(0R'^)0R'^ -X^C(0)R'^ -X^NR'^C(0)R'^ -X'S(0)R'^ -X^S(0)2R^\ -R^^ -X^OR''^, 
-X^SR'^ -X^S(0)R^^ -X^S(0)2R'^ -X^C(0)R''*, -X^C(0)0R'^ -X^0C(0)R''*, -x^nr'^^r^^ 
-X^NR^^C(0)R'^ -X^NR'2C(0)0R'^ -X^C(0)NR^'*R'^ -X^S(0)2NR''*R'^, -X^'^S(0)2R'^, 
-X^NR'2c(0)NR'^R'^ and -X^NR'2c(NR'^)NR'^R'2 wherein X^ R'^ R'^ and R'^ are as defined 
above; 

R"* is selected from -X^NR'^R'^ -X^NR'^C(0)R'^ -X^NR^^C(0)OR*^ -X^NR^^C(0)NR'^R^^ 
-X^NR^^C(NR'^)NR^^R'^, -X^OR'^ -X^SR'^ -X^C(0)0R'2, -X^C(0)R^^, -X*0C(0)R'^, 
-X^C(0)NR'^R'^ -X*S(0)2NR'2r'^, -X^NR^^S(0)2R'^ -X^P(0)(0R^^)0R'^, 
-X^0P(0)(0R'^)0R^^, -X^C(0)R'^ -X*NR^2C(0)R'^ -X*S(0)R'\ -X*S(0)2R'^ -R^"*, -x^or''*, 
-X^SR'"*, -X*S(0)R'^ -X^S(0)2R^'*, -X^C(0)R^^, -X^C(0)0R''*, -X^0C(0)R''*, -x^nr'^^r^^, 
-X^NR^^C(0)R^^, -X*NR'^C(0)0R"*, -X^C(0)NR'^R*2, -X*S(0)2NR''*R'^, -X*NR^^S(0)2R"*, 
-X^NR'^C(0)NR'^r'2 and -X*NR'2C(NR'2)NR''*r'^ wherein X^ is (C,.6)alkylene and X^ R^^, 
R^^ and R''* are as defined above, with the proviso that when is cyano and is -OR"^, where 
R"^ is defined as -R^"^, then R^^ is (C3-io)cycloalkyl(Ci_6)alkyl, hetero(C3-io)cycloalkyl(Ci-3)alkyl, 
(C6-io)aryl(Ci.6)alkyl, hetero(C5-io)aryl(Ci_6)alkyl, (C9_io)bicycloaryl(Ci_6)alkyl or 
hetero(C8- 1 o)bicycloaryl(C i -6)alkyl ; 

R^^ is (C6.io)aryl, hetero(C5-io)aryl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; 

R*'^ is (Ci_6)alkyl, (C3.io)cycloalkyl(Co-6)alkyl, hetero(C3-io)cycloalkyl(Co.3)alkyl, 
(C6_io)aryl(Co-6)alkyl, hetero(C5_io)aryl(Co-6)alkyl, (C9_io)bicycloaryl(Co-6)alkyl or 
hetero(C8.io)bicycloaryl(Co-6)alkyl, with the proviso that when X^ is cyano, then R*^ is 
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(Ci.6)alkyl, (C3-io)cycloalkyl(Ci_6)alkyU hetero(C3-io)cycloalkyl(Ci.6)alkyl, (C6-io)aryl(Ci.6)alkyl, 
hetero(C5-io)aryl(Ci.6)alkyl, (C9.io)bicycloaryl(Ci_6)alkyl or hetero(C8-io)bicycloaryl(Ci.6)alkyl; 

R^^ is hydrogen, (Ci.6)alkyl, (C3.io)cycloalkyl(Co.6)alkyl, hetero(C3.io)cycloalkyl(Co_6)alkyl, 
(C6-io)aryl(Co.6)alkyl, hetero(C5-io)aryl(Co.6)alkyl, (C9.io)bicycloaryl(Co-6)alkyl or 
hetero(C8-io)bicycloaryl(Co-6)alkyl, with the proviso that when is cyano, then R^^ is 
(Ci.6)alkyl, (C3-io)cycloalkyl(Ci.6)alkyl, hetero(C3_io)cycloalkyl(Ci.6)alkyl, (C6-io)aryl(Ci_6)alkyl, 
hetero(C5-io)aryl(Ci_6)alkyl, (C9-io)bicycloaryl(Ci.6)alkyl or hetero(C8-io)bicycloaryl(Ci.6)alkyl; 
and 

wherein within R^, R"^, R^^, R^^ and R^^ any alicyclic or aromatic ring system is unsubstituted or 
substituted further by 1 to 5 radicals independently selected from (Ci_6)alkyl, (Ci.6)alkylidene, 
cyano, halo, halo-substituted(Ci.4)alkyl, nitro, -X^NR^^R^^, -X^NR^^C(0)R^^, 
-X^NR^^C(0)OR^^ -X^NR'^C(0)NR^^R^^ -X^NR^2C(NR^2)NR^^R^^ -X^OR^^ -X^SR^^ 
-X^C(0)OR^^ -X^C(0)R^^ -X^OC(0)R^^ -X^C(0)NR*^R^^ -X^S(0)2NR'^R^^ 
-X^NR'^S(0)2R^^ -X^P(0)(0R^2)0R^^ -X^0P(0)(0R^2)0R*^ -X^NR^2C(0)R^^ -X'S(0)R^^ 
-X^C(0)R^^ and -X^S(0)2R^^ and/or 1 radical selected from -R^^ -X^OR^^, -X^SR^^ 
-X^S(0)R'^ -X^S(0)2R^^ -X^C(0)R'^ -X^C(0)0R^\ -X^0C(0)R^^ -X^NR'^R'^ 
-X^NR'^C(0)R^^ -X^NR^^C(0)OR'^ -X^C(0)NR^^R^^ -X^S(0)2NR^4r^^ -X^NR'2S(0)2R'^ 
-X^NR^^C(0)NR*^R^^ and -X'NR'2C(NR'^)NR^^R^^; and within R^ and R^ any aliphatic moiety 
is unsubstituted or substituted further by 1 to 5 radicals independently selected from cyano, halo, 
nitro, -NR^^R^^ -NR^^C(0)R^^ -NR^^C(0)0R^^ -NR^^C(0)NR'^R'^ -NR^^C(NR'^)NR^^R^^ 
-OR'^ -SR^^ -C(0)0R^^ -C(0)R^^ -0C(0)R^^ -C(0)NR'^R^^ -S(0)2NR^^R'^ -NR*^S(0)2R^^ 
-P(0)(0R^^)0R'^ -0P(0)(0R^')0R^^ -NR^^C(0)R^^ -S(0)R^' and -S(0)2R''; wherein X^ R^^ 
R^^ and R^'* are as described above, with the proviso that when X^ is cyano and X^ is -OR"^, 
where R"^ is defined as -R^"^, or -NHR^^, then any aromatic ring system present within R*"^ or R^^ 
is not substituted further by halo, (C3-io)cycloalkyl, hetero(C3-io)cycloalkyl, (C6-io)aryl, 
hetero(C5.io)aryl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; with the proviso that only one 
bicyclic ring structure is present within R^, R"^ or R^^; oxide derivatives, prodrug derivatives, 
protected derivatives, individual isomers and mixtures of isomers thereof; and the 
pharmaceutically acceptable salts and solvates of such compounds and th e JV-oxides, prodrugs, 
compounds thereof having protected reactive groups, stereoisomers and mixtures of 
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stereoisomers thereof. and the N oxide derivntivRr . j prnHmg f] e »rivnti\ran prnfaf^t^d d e r i^^n t i^ ^eg, 
individvial isomers and mixtures of isomers th e reof. 

2. (Original) A compoxind of Claim 1 , which is of the following formula: 



3 . (Cijrrently Amended) A compound of Claim 1 or Claim 2 in which: 

is -NHC(R')(r2)X^ or-NHCH(R'^)C(0)R2'^; 

is hydrogen, fluoro, -OH, -OR'*, -NHR'^ or -NR^'r'^ and X' is hydrogen or X^ and X' both 
represent fluoro; 

X' is cyano, -C(R^)(R«)R'^ -C(R^)(0R')2, -CH2C(0)R'^ -CH=CHS(0)2R^ 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR'R^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R')S02R' or -C(0)C(0)R'; wherein R' is hydrogen, (Ci.4)alkyl, 
(C3-io)cycloalkyl(Co-6)alkyl,hetero(C3.io)cycloalkyl(Co.3)alkyl, (C6-io)aryI(Co-6)alkyl, 
hetero(C5.io)aiyl(Co.6)alkyl, (C9.io)bicycloaryl(Co.6)alkyl or hetero(C8.,o)bicycloaiyl(Co.6)alkyl; 
R^ is hydrogen, hydroxy or (Ci.6)alkyl; or where X^ contains an -NR^R^ group, R^ and R^ 
together with the nitrogen atom to which they are both attached, form hetero(C3.io)cycloalkyl, 
hetero(C5.io)aiyl or hetero(C8.io)bicycloaryl; r' is hydrogen or (Ci^)alkyl and R^ is hydroxy or 
R'' and R^ together form oxo; R'^ is hydrogen, -X^, -CF3, -CFjCFaR^ or -N(R^)OR^; R^ is 
hydrogen, halo, (Ci^)alkyl, (C5.io)aryl(Co-6)alkyl or (C5.io)heteroaryl(Co.6)alkyl, with the proviso 




O 



in which is hydrogen, fluoro, -OH, -OR"^, -NHR*^ 
R^, R"^, R^^ and are the same as defined in claim 1 . 
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that when is cyano, then is hydrogen, fluoro, -OH, -OR'* or -NR'^R'^ and X' is hydrogen or 
X^ and x' both represent fluoro; 

X"* is comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobi cyclic ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof, with the proviso that when -X'* is other than a 
heteromonocyclic ring containing 5 ring member atoms, wherein no more than two of the ring 
member atoms comprising the ring are heteroatoms, then X^ is fluoro, -OH, -OR", -NHR^^ or 
-NR'^R'^ and X' is hydrogen or X^ and X' both represent fluoro; 

wherein within R^, X^ or X'* any alicyclic or aromatic ring system is unsubstituted or substituted 
further by 1 to 5 radicals independently selected from (Ci^)alkyl, (Ci.6)alkylidene, cyano, halo, 
halo-substituted(Ci^)alkyl, nitro, -X^NR^^R^^, -X^NR*^C(0)R'^, -X^R^2c(0)0R'^ 
-X^'2C(0)NR'2r'^ -X^NR'2C(NR'^)NR'2r^^ -X^OR'^ -X'SR'^ -X^C(0)0R'^ 
-X^C(0)R'^ -X'0C(0)R>^ -X'C(0)NR'2r'^ -X^S(0)2NR'^R'^ -X^NR'2S(0)2R'^ 
-X^P(0)(0R'^)0R'^ -X^0P(0)(0R'2)0R'2, -X^NR'^C(0)R'^ -X^S(0)R'^ and -X^S(0)2R'^ 
and/or 1 radical selected from -R'", -X^OR"*, -X^SR''*, -X^S(0)R'^ -X^S(0)2R"*, -X^C(0)R'^ 
-X^C(0)OR^^ -X^0C(0)R'^ -X'NR'^R'^ -X^NR'^C(0)R'^ -X^NR'^C(0)OR'^ 
-X^C(0)NR^2j^'^ -X'S(0)2NR'"r'^ -X'NR''S(0)2R'^ -X'NR''C(0)NR'"r'2 and 
-X^NR'^C(NR'^)NR^'*R'^ wherein X^ is a bond or (Ci_6)alkylene; R'^ at each occurrence 
independently is hydrogen, (Ci.6)alkyl or halo-substituted(Ci^)alkyl; R'^ is (Ci^)alkyl or 
halo-substituted(Ci^)alkyl; and R^"* is (C3.io)cycloalkyl(Co-6)alkyl, 
hetero(C3-io)cycloalkyl(Co.3)alkyl, (C6-io)aryl(Co-6)alkyl,hetero(C5.io)aryl(Co-6)alkyl, 
(C9.io)bicycloaryl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen or (Ci.6)alkyl and R^ is selected fi-om a group consisting of hydrogen, cyano, 
-X^NR'^R'^ -X^NR'2C(0)R'^ -X^NR'2C(0)0R^^ -R'^ -X^NR'2c(0)NR'^R'2, 
-X^NR'2C(NR'^)NR'2r'^ -X^OR^^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR'2r'^ -X^S(0)2NR'^R'^ -X^NR'2S(0)2R'^ -X¥(0)(0R'2)0R'^ 
-X^0P(0)(0R'2)0R'^ -X^NR^2C(0)R'^ -X^S(0)R'^ -X^S(0)2R'^ -R''*, -X^OR'^ -X^SR'^ 
-X'S(0)R'^ -X'S(0)2R'^ -X'C(0)R^^ -X'C(0)0R'^ -X^OC(q)R'\ -x^nr'^r'2, 
-X'NR'2c(0)R'^ -X'NR'2C(0)0R'^ -X^C(0)NR'2r12, -X^S(0)2NR"*R'^ -X'NR'2S(0)2R'^ 
-X'NR'2C(0)NR'"R^2 and -X'NR'2C(NR'2)NR"*R'^ wherein X', R'^ R'^ and R*" are as defined 
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above; or and R^ taken together with the carbon atom to which both R' and R^ are attached 
form (C3-8)cycloalkylene or (C3-8)heterocycloalkylene; wherein witiiin said R^ any heteroaiyl, 
aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is unsubstituted or 
substituted with 1 to 3 radicals independently selected from (Ci.6)alkyl, (Ci^)alkylidene, cyano, 
halo, halo-substituted(Ci^)alkyl, nitro, -X^NR'^R'^, -X^'^C(0)R'^ -X^NR'^C(0)0R'^, 
-X^'2C(0)NR*2r*2, -X^NR'2C(NR'2)NR'2r'2, -X^OR'2, -X^SR'^ -X^C(0)0R'^ 
-X'C(0)R'^ -X^0C(0)R'2, -X'C(0)NR'2r'2, .x'S(0)2NR'2r'2, -X'nr'2s(0)2R'^ 
-X^P(0)(0R'2)0R'^ -X^0P(0)(0R'2)0R'^ -XW^C(0)K'\ -X^S(0)R'^ -X'S(0)2R'^ and 
-X^C(0)R'^ wherein X^ R'^ and R^^ are as defined above; 

R^ is (C,.6)alkyl or -C(R^)(R^)X^ wherein R^ is hydrogen or (Ci.6)alkyl and X^ is selected from 
-X^NR^^R'^ -X^NR'2C(0)R'^ -X^NR'2c(0)0R'^ -X^NR'2C(0)NR'^R'^ 
-X^NR'2C(NR^2)NR'2j^^^ -X^OR'2, -X^SR^^ -X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR*2r12^ -X5S(0)2NR*2r^^ -X^'2S(0)2R•^ -X'P(0)(0R'2)0R'^ 
-X'0P(0)(0R'2)0R^^ -X^C(0)R^^ -X^NR•2C(0)R'^ -X'S(0)R'^ -X'S(0)2R'', -R'\ -X^OR'^ 
-X'SR'\ -X'S(0)R'^ -X^S(0)2R^^ -X'C(0)R'^ -X'C(0)0R'\ -X'0C(0)R'\ -X'NR''^'^ 
-X'NR12c(0)R'\ -X'NR'2c(o)OR'^ -X'C(0)NR'^R'^ -X'S(0)2NR1'*R'^ -X'mC^S(0)2R'\ 
-X5nr'2C(0)NR'^R'2 and -X'NR'2C(NR'2)NR^'^'2 wherein X^ R'^ R'" and R'^ are as defined 
above; 

R^ is selected from -X^NR'^R'^ -X^NR'^C(0)R'^ -X^NR'^C(0)0R'^ -X^NR'2C(0)NR'^R^^ 
-X'NR'2C(NR'2)NR'2r'2, -X^OR'^ -X^SR'2, -X^C(0)0R'2, -X^C(0)R'^ -X^0C(0)R'^ 
-X'C(0)NR^2r'^ -X^S(0)2NR'2r^^ -X^NR'^S(0)2R'^ -X¥(0)(0R'2)0R'^ 
-X^0P(0)(0R'2)0R'2, -X^C(0)R1\ -X*NR'2c(o)r13, -X^S(0)R'^ -X*S(0)2R'', -R'^ -X*OR'^ 
-X*SR'^ -X*S(0)R*^ -X^S(0)2R'\ -X^C(0)R'\ -X'C(0)0R'^ -X*OC(0)R'^ -X^NR'^^R^^, 
-X^NR'2c(o)r14, -X*NR^2c(o)or1\ -X'C(0)NR^'*r1^ -X*S(0)2NR1^R'^ -X^NR*2s(q)^r14^ 
-X^NR'2C(0)NR^'»R^2 -X»NR'2c(nrI2)nr14j^i2 therein X^ is (Ci.6)alkylene and X^ r'^ 
R'^ and R'^ are as defined above, with the proviso that when is cyano and is -OR"^, where 
R"* is defined as -R'"^, then R^"^ is (C3-io)cycloalkyl(Ci_6)alkyl, hetero(C3-io)cycloalkyl(Ci.3)alkyl, 
(C6-io)aryl(Ci.6)alkyl, hetero(C5.io)aryl(Ci.6)alkyl, (C9.io)bicycloaryl(Ci.6)alkyl or 
hetero(C8-io)bicycloaryl(Ci.6)alkyl; 

R^^ is (C6.io)aryl, hetero(C5.io)aryl, (C9-io)bicycloaryl or hetero(C8-io)bicycloaryl; 
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R^'^ is (Ci.6)alkyl, (C3.io)cycloalkyl(Co^)alkyl, hetero(C3.io)cycloalkyl(Co.3)alkyl, 
(C6-io)atyl(Co-6)alkyl, hetero(C5.io)aryl(Co-6)alkyl, (C9.io)bicycloaryl(Co-6)alkyl or 
hetero(C8-io)bicycloaryl(Co.6)alkyl, with the proviso that when is cyano, then R is 
(C,.6)alkyl, (C3.io)cycloalkyl(Ci^)alkyl, hetero(C3.io)cycloalkyl(Ci.6)alkyl, (C6.io)aryl(Ci.6)alkyl, 
hetero(C5.io)aryI(Ci.6)alkyl, (C9-io)hicycloaryl(Ci.6)alkyI or hetero(C8-io)bicycloaryl(Ci.6)alkyl; 

R'^ is hydrogen, (Ci.6)alkyl, (C3.io)cycloalkyl(Co-6)alkyl, hetero(C3.io)cycloalkyl(Co-6)alkyl, 
(C6-io)aryl(Co-6)alkyl, hetero(C5-io)aryl(Co-6)alkyl, (C9-io)bicycloaryl(Co.6)alkyl or 
hetero(C8-]o)bicycloaryl(Co-6)alkyl, with the proviso that when is cyano, then R^^ is 
(Ci.6)alkyl, (C3-io)cycloalkyl(Ci.6)alkyl,hetero(C3_io)cycloalkyl(Ci.6)alkyl, (C6-io)aiyl(Ci.6)alkyI, 
hetero(C5-io)aryl(Ci.6)alkyl, (C9-io)bicycloaryl(Ci^)alkyl or hetero(C8.io)bicycloaryl(Ci.6)dkyl; 
and 

R'^ and R^" together with the atoms to which R^^ and R^*^ are attached form 
(C4-8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising the 
ring is a heteroatom selected from -NR^'- or -0-, wherein the ring is unsubstituted or substituted 
with R^, wherein R^ is as defined above, and R^' is hydrogen, -C(0)0R'^, -C(0)R'^, 
-C(0)NR'2r'^ -S(0)2NR'2r'^ -S(0)R'^ and -S(0)2R'^ -S(0)R'^ -S(0)2R'^ -C(0)R'^ 
-C(0)OR'^ -C(0)NR'2r'2 and -S(0)2NR'^R'^ wherein R'^ R'^ and R'^ are as defined above; 

wherein within R^, R"*, R'^, R'^ and R^^ any alicyclic or aromatic ring system is unsubstituted or 
substituted further by 1 to 5 radicals independently selected fix»m (Ci.6)alkyl, (Ci.6)alkylidene, 
cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X'NR'^R'^ -X^NR'^C(0)R'^, 
-X^NR'2C(0)0R'2, -X'NR'2C(0)NR'2r*2, -X^NR^2C(NR'^)NR'2r'2, -x'or*^ -X^SR'^ 
-X^C(0)0R'^ -X^C(0)R^2, -X^0C(0)R'^ -X^C(0)NR'2r12^ -X^S(0)2NR^2r1^ 
-X^NR'2S(0)2R'^ -X^P(0)(0R'^)0R'^ -X^0P(0)(0R'^)0R'^ -X^NR'^C(0)R^^ -X^S(0)R'^ 
-X^C(0)R'^ and -X^S(0)2R*^ and/or 1 radical selected from -R'^ -X^OR^^ -X^SR'^ 
-X^S(0)R'^ -X^S(0)2R'^ -X^C(0)R'^ -X^C(0)OR'^ -X^OC(0)R'^ -X^NR^^R'^ 
-X^NR'2c(0)R'^ -X^NR'2C(0)0R'^ -X^C(0)NR'^R'^ -X^S(0)2NR^''R'^ -X^NR'2S(0)2R'^ 
-X^NR'^C(0)NR'^R^2 and -X^NR'^C(NR^^)NR'^R'2. ^^^^^^ ^3 aliphatic moiety 

is unsubstituted or substituted fiirther by 1 to 5 radicals independently selected from cyano, halo, 
nitro, -NR'2r'2^ -NR'2C(0)R'^ -NR^^C(0)0R'^ -NR'^C(0)NR*^R'2, -NR'2C(NR'^)NR'2r'^ 
-OR'^ -SR'^ -C(0)OR'^ -C(0)R'^ -0C(0)R'^ -C(0)NR'2r'^ -S(0)2NR'2r'^ -NR^2S(0)2R'^ 
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-P(0)(0R>2)0R"^ -OP(0)(OR>2)OR'2, -NR'2c(0)R'^ -S(0)R'^ and -S(0)2R'^ wherein X^ R'^ 
R^^ and R^'* are as described above, with the proviso that when is cyano and is -OR"*, 
where R'* is defined as -R^'*, or -NHR'^ then any aromatic ring system present within R'"* or R'^ 
is not substituted further by halo, (C3.io)cycloalkyl, hetero(C3.io)cycloalkyl, (C6.io)aryl, 
hetero(C5.io)aryl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; with the proviso that only one 
bicycHc ring structure is present within R^, R"* or R'^; oxide dcrivativec, prodrug dcrivativco, 
protected derivatives, individual isomers and mixtures of isomers thereof; and the 
pharmaceutically acceptable salts and solvates of such compounds and the //-oxides, prodrugs, 
compounds thereof having protected reactive groups, stereoisomers and mixtures of 
stereoisomers thereof and the N oxide derivativer . , prodrug Hnrivntivftn prnft^rt^d dm\'^ntive!j, 
individual isomers and mixtur e s of isomers thoroof. 



4. (Currently Amended) The compound of Claim 1 or Claim 2 in which: 
X' is -NHC(R')(R2)X^ or-NHCH(R^^)C(0)R2°; 

X^ is hydrogen, fluoro, -OH, -OR'*, -NHR'^ or -NR^'^R^* and X' is hydrogen or X^ and X' both 
represent fluoro; 

X' is -C(R^)(R«)R'^ -C(R^)(OR^)2, -CH2C(0)R'^ -CH=CHS(0)2R^ -C(0)CF2C(0)NR^R^ 
-C(0)C(0)NR'R^ -C(0)C(0)OR^ -C(0)CH20R^ -C(0)CH2N(R^)S02R' or -C(0)C(0)R'; 
wherein R^ is hydrogen, (Ci^)alkyl, (C3.io)cycloalkyl(Co-6)alkyl, 
hetero(C3.io)cycloalkyl(Co.3)alkyl,(C6.io)aryl(Co-6)alkyl,hetero(C5.io)aryl(Co-6)alkyl, 
(C9-io)bicycloaryl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; R^ is hydrogen, hydroxy or 
(Ci^)alkyl; or where X^ contains an -NR^R^ group, R^ and R* together with the nitrogen atom to 
which they are both attached, form hetero(C3-io)cycloalkyl, hetero(C5.io)aryl or 
hetero(C8.io)bicycloaryl; R'' is hydrogen or (Ci^)alkyl and R^ is hydroxy or R' and R^ together 
form oxo; R'^ is hydrogen, -X^, -CF3, -CF2CF2R^ or -N(R^)OR^; R^ is hydrogen, halo, 
(Ci^)alkyl, (C5-io)aryl(Co-6)alkyl or (C5.io)heteroaryl(Co.6)alkyl; 

X"* is comprises a heteromonocycHc ring containing 4 to 7 ring member atoms or a fused 
heterobicyclic ring system containing 8 to 14 ring member atoms and any carbocycHc ketone, 
iminoketone or thioketone derivative thereof, with the proviso that when -X'* is other than a 
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heteromonocyclic ring containing 5 ring member atoms, wherein no more than two of the ring 
member atoms comprising the ring are heteroatoms, then is fluoro, -OH, -OR'*, -NHR'^ or 
-NR^'R^* and x' is hydrogen or X^ and x' both represent fluoro; 

wherein within R^, X^ or X'* any alicyclic or aromatic ring system is unsubstituted or substituted 
further by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, cyano, halo, 
halo-substituted(C,^)alkyl, nitro, -X^NR'^R'^ -X^NR'^C(0)R'^, -X^NR'^C(0)0R'^ 
-X'NR''C(0)NR^2r'^ -X'NR'2C(NR'2)NR'2r12, -X'OR'^ -X'SR'^ -X'C(0)0R'2, 
-X'C(0)R'^ -X'0C(0)R'2, -X'C(0)NR'2r'^ -X'S(0)2NR'2r'2, -X'nr''S(0)2R'^ 
-X^P(0)(0R'2)0R'^ -X'0P(0)(0R'2)0R'^ -X'NR•2C(0)R^^ -X'S(0)R'^ and -X'S(0)2R'' 
and/or 1 radical selected firom -R''*, -X^OR'"*, -X^SR''*, -X^S(0)R'^ -X^S(0)2R''*, -X^C(0)R''*, 
-X^C(0)OR'\ -X'OC(0)R^'», -X'NR^'^R^^ -X'NR'^C(0)R'^ -X^^2(.(Qpj^i4^ 
-X^C(0)NR'2r'2, -X^S(0)2NR'^R'2, -X'NR'2s(0)2R'\ -X^'2(^(q)j^j^14j^12 
-X^'2c(nr12)nr14r12^ wherein X^ is a bond or (C,.6)alkylene; r'^ at each occurrence 
independently is hydrogen, (Ci.6)alkyl or halo-substituted(Ci.6)alkyl; R'^ is (Ci.6)alkyl or 
halo-substituted(Ci^)alkyl; and R''* is (C3-io)cycloalkyl(Co.6)alkyl, 
hetero(C3.,o)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co-6)alkyl, hetero(C5.io)aryl(Co.6)alkyl, 
(C9.,o)bicycloaiyl(Co.6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen or (C|.6)alkyl and R^ is selected from a group consisting of hydrogen, cyano, 
-X^NR'2r12^ -X^NR'2c(0)R'^ -X'NR'2c(0)0R'^ -R'2, -X^NR'2c(o)nr"2r12^ 
-X'NR'2C(NR'2)NR'2r12^ -X'OR'2, -x'SR'2, -X'C(0)0R'2, -X'C(0)R'2, -x50C(0)R^^ 
-X'C(0)NR'2r'2, -X'S(0)2NR'2r'2, -X'NR'2S(0)2R'^ -X'P(0)(0R'2)0R'^ 
-X'0P(0)(0R'2)0R'^ -X^'^C(q)R'\ -X'S(0)R'^ -X'S(0)2R'^ -R'^ -X'OR'\ -x^sr'\ 
-X'S(0)R'^ -X'S(0)2R'^ -X'C(0)Rl^ -X^C(0)0R'^ -X'OC(0)Rl^ -X^NR'^^R'^ 
-X'NR'2C(0)R'^ -X^''C(0)OR'^ -X5C(0)NR'2r'2, -X^S(0)2NR''*R'^ -X'NR''S(0)2R'^ 
-X'NR'2c(o)NR''*r'2 and -X^^2c(nr12)nr1'^r'2, wherein X^ R^^ R'^ and R''* are as defined 
above; or R' and R^ taken together with the carbon atom to which both R' and R^ are attached 
form (C3.8)cycloalkylene or (C3.8)heterocycloalkylene; wherein within said R^ any heteroaryl, 
aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is unsubstituted or 
substituted with 1 to 3 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, cyano, 
halo, halo-substituted(Cj^)alkyl, nitro, -X^NR'^R'^ -X^NR'^C(0)R'^ -X^NR'^C(0)0R'^ 
-X'NR'2C(0)NR''r'2, -X'NR'2C(NR'2)NR'2r'2, -X^OR'^ -X'SR'^ -X'C(0)0R'^ 
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-X'C(0)R'^ -X'OC(0)R'^ -X'C(0)NR'^R'^ -X'S(0)2NR'2j^'^ -X'NR'2S(0)2R'^ 
-X'P(0)(0R'')0R'^ -X'0P(0)(0R'^)0R'2, -X'nr'2c(0)R'\ -X'S(0)R'^ -X'S(0)2R'' and 
-X^C(0)R'^ wherein X^ R'^ and R^^ are as defined above; 

R^ is (Ci.6)alkyl or -C(R^)(R^)X^ wherein R^ is hydrogen or (Ci.6)alkyl and X^ is selected fi-om 
-X^'^R'2, -X^NR'2c(o)r'2^ -X^NR'2c(0)0R^^ -X^NR'2c(0)NR'2r'2, 
-X'NR'2c(NR'2)NR'2r12^ -X'OR'^ -X'SR'^ -X'C(0)0R'^ -X'C(0)R'2, -X'oC(0)R*^ 
-X^C(0)NR''r'^ -X'S(0)2NR'^R'2, -X'NR'2s(0)2R'^ -X'P(0)(0R'2)0R'^ 
-X'0P(0)(0R'2)0R'^ -X'C(0)R^\ -X'NR'2C(0)R'^ -X'S(0)R'^ -X'S(0)2R'^ -R'\ -X'0R'\ 
-X'SR'\ -X'S(0)R'^ -X'S(0)2R'^ -X'C(0)R'^ -X'C(0)OR'^ -X'0C(0)R'^ -X'NR'^R^^ 
-X'NR'2C(0)R''', -X'NR'2C(0)0R'^ -X'C(0)NR'^R'2, -X'S(0)2NR^^r12, -X'NRl2s(0)2R'^ 
-X^NR'2C(0)NR''*r'2 and -X'NR'2c(NR'2)NR'^R'^ wherein X^ R'^ R'^ and R''* are as defined 
above; 

R'* is selected fix)m -X*NR'2R•^ -X*NR'2C(0)R'^ -X*NR'2c(0)0R'^ -X*NR'2C(0)NR'2r12^ 
-X^NR'2C(NR'2)NR'2r'2, -X*0R'^ -X^SR'2, -X'C(0)0R'2, -X'C(0)R'^ -X«0C(0)R'^ 
-X^C(0)NR'2r'2, -X^S(0)2NR'2r'2, -X^NR'2s(0)2R'^ -X¥(0)(0R>2)0R'2, 
-X^0P(0)(0R'2)0R^^ -X'C(0)R'^ -X^NR'2c(0)R'^ -X'S(0)R'^ -X'S(0)2R'^ -R'^ -X^OR'\ 
-X'SR'^ -X'S(0)R'^ -X'S(0)2R'^ -X'C(0)R'^ -X'C(0)OR'^ -X'OC(0)R'^ -X'NR'^R'^ 
-X«NR^2(.(0)r1\ -X^NR'2C(0)0R'\ -X'C(0)NR'^R'2, -X'S(0)2NR''^R'^ -X'NR^'S(0)2R'\ 
-X'NR'2(.(0)NR'^R'2 and -X'NR'2C(NR'2)NR'^R'2 wherein X' is (C,.6)alkylene and X^ R^^ 
R'^ and R"^ are as defined above: 

R^^ is (C6-io)aryl, hetero(C5-io)aiyl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; 

R^^ is hydrogen, (Ci_6)alkyl, (C3-io)cycloalkyl(Co-6)alkyl, hetero(C3-io)cycloalkyl(Co-6)alkyl, 
(C6-io)aryl(Co-6)alkyl, hetero(C5-io)aryl(Co-6)alkyl, (C9.io)bicycloaryl(Co-6)alkyl or 
hetero(C8. i o)bicycloaryl(Co-6)alkyl ; 

R^^ is (Ci.6)alkyl, (C3-io)cycloalkyl(Co.6)alkyl, hetero(C3.io)cycloalkyl(Co.6)alkyl, 
(C6-io)aryl(Co-6)alkyl, hetero(C5-io)aryl(Co.6)alkyl, (C9-io)bicycloaryl(Co.6)alkyl or 
hetero(C8.i o)bicycloaryl(Co-6)alkyl; and 

R^^ and R^^ together with the atoms to which R^^ and R^^ are attached form 
(C4_8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising the 
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ring is a heteroatom selected from -NR^^- or -0-, wherein the ring is ^substituted or substituted 
with R^, wherein R^ is as defined above, and R^' is hydrogen, -C(0)OR^^, -C(0)R*^, 
-C(0)NR'2r'^ -S(0)2NR^2r'2, .s(0)R'^ and -S(0)2R'^ -S(0)R^^ -S(0)2R'^ -C(0)R'^ 
-C(0)OR'^ -C(0)NR*2r'2 -SCOaNR'^^R'^, wherein R'^ r'' and R^^ are as defined above; 

wherein within R^, R"*, R*^, R'^ and R'^ any ahcyclic or aromatic ring system is unsubstituted or 
substituted further by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, 
cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X^NR'^R'^, -X^NR'^C(0)R'^, 
-X'NR'2C(0)0R'^ -X'NR'2c(0)NR'2r'^ -X'NR'2c(NR'')NR'2r'2, -x'or'^ -x'sr'^ 
-X'C(0)OR'^ -X'C(0)R'2, -X'oC(0)R'2, -X'C(0)NR'2r'2, -x'S(0)2NR12j^'^ 
-X'NR'2S(0)2R'^ -X'P(0)(0R'2)0R'2, -X'0P(0)(0R'2)0R'2, -X'NR'2c(0)R'^ -X'S(0)R>^ 
-X^C(0)R'^ and -X^S(0)2R'^ and/or 1 radical selected from -R^^ -X^OR^\ -X^SR*^ 
-X'S(0)R'^ -X'S(0)2R'^ -X'C(0)R^^ -X'C(0)0R*^ -X'0C(0)R'^ -x'nr^'^ri^ 
-X'm0''C(O)R'\ -X'NR'2C(0)0R•^ -X'C(0)NR''*R»^ -X'S(0)2NR'^R^^ -X'NR'2s(0)2R'^ 
-X^'2C(0)NR'^R'2 and -X^NR'2c(nr12)nr14r12. ^.^j^ ^^^^j aliphatic moiety 

is unsubstituted or substituted further by 1 to 5 radicals independently selected from cyano, halo, 
nitro, -NR'2r'2, -NR'2c(o)r'2, -NR'2c(0)0R*^ -NR'2C(0)NR'2r'^ -NR'2c(NR'2)NR'2r12, 
-OR'^ -SR'^ -C(0)OR'^ -C(0)R'2, -0C(0)R'^ -C(0)NR'2r'2, -S(0)2NR'2r'^ -NR'2S(0)2R'^ 
-P(0)(0R'2)0R'^ -0P(0)(0R'2)0R^^ -NR•^C(0)R'^ -S(0)R'' and -S(0)2R''; wherein X^ R'^ 
R'^ and R'' are as described above; with the proviso that only one bicycHc ring structure is 
present within or R^^; N oxide derivatives, prodrug derivatives, protected derivatives, 

individual isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts 
and solvates of such compounds and th e iV-oxides. prodrugs, compounds thereof having 
protected reactive groups, stereoisomers and mixtures of stereoisomers thereof. and the N oxido 
derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 
isomers thereof. 



5. (Currently Amended) A compound of Claim 1 or Claim 2 in which: 

X' is -NHC(R^)(R^)X^ or -NHCH(R^^)C(0)R2^; 

is hydrogen, fluoro, -OH, -OR^ or -NR^^R^^ and X^ is hydrogen or X^ and X^ both represent 
fluoro; 
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is cyano; 

wherein within any alicyclic or aromatic ring system is unsubstituted or substituted further by 
1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, cyano, halo, 
halo-substituted(Ci.4)alkyl, nitro, -X^NR'^R'^ -X^NR'^C(0)R'^ -X^NR'^C(0)0R'^ 
-X^NR'^C(0)NR'2r^^ -X^NR'2C(NR^2)NR'2r'2^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ 
-X^C(0)R'^ -X^OC(0)R'^ -X^C(0)NR^2r'^ -X'S(0)2NR'2r'^ -X^NR'2s(0)2R'^ 
-X^P(0)(0R'^)0R'^ -X^0P(0)(0R'2)0R'^ -X^NR'^C(0)R'^ -X^S(0)R'^ and -X^S(0)2R'^ 
and/or 1 radical selected from -R'^ -X^OR'^ -X^SR'^ -X^S(0)R'^, -X^S(0)2R'^ -X^C(0)R'^, 
-X^C(0)OR'^ -X'OC(0)R'^ -X^NRI^R'^ -X^NR'2C(0)R'^ -X^NR'2c(0)0R'\ 
-X'C(0)NR^^R'^ -X'S(0)2NR''*R'^ -X'NR'2S(0)2R^^ -X^NR'2C(0)NR'^R'2 gjj^i 
-X^NR^2C(NR'2)NR'^r'^, wherein X^ is a bond or (Ci.6)alkylene; R'^ at each occurrence 
independently is hydrogen, (Ci.6)alkyl or halo-substituted(Ci.6)alkyl; R'^ is (Ci.6)alkyl or 
halo-substituted(Ci-6)alkyl; and r"* is (C3-io)cycloalkyl(Co-6)alkyl, 
hetero(C3.io)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co-6)alkyl, hetero(C5-io)aryl(Co-6)alkyl, 
(C9-io)bicycloaryl(Co-6)alkyl or hetero(C8.io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen or (Ci.6)alkyl and R^ is selected from a group consisting of hydrogen, cyano, 
-X^NR'^R'^ -X^NR'^C(0)R'2, -X^NR'2C(0)0R'^ -R'^ -X^NR'2C(0)NR'2r*^ 
-X^NR'^C(NR'^)NR'^R'^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ -X^NR'^S(0)2R'^ -X'P(0)(0R'^)0R'^ 
-X^0P(0)(0R'2)0R^^ -X^R'2C(0)R*^ -X^S(0)R•^ -X^S(0)2R'\ -R'^ -X'OR'^ -X^SR^^ 
-X'S(0)Rl^ -X^S(0)2R'^ -X^C(0)R^\ -X^C(0)OR^\ -X^OC(0)R'^ -X'NR'^R'^, 
-X^NR'2C(0)R*^ -X^NR'2c(0)0R^'*, -X'C(0)NR'2r12^ -X^S(0)2NR''*R'^ -X'NR^2s(0)2R^'*, 
-X'NR>2c(0)NR''*R>2 -X^nr'2c(NR'2)NR^'*R»2, wherein X^ R'^, r'^ and R^'* are as defined 
above; or R' and R^ taken together with the carbon atom to which both R' and R^ are attached 
form (C3.8)cycloalkylene or (C3.8)heterocycloalkylene; wherein within said R^ any heteroaryl, 
aiyl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is unsubstituted or 
substituted with 1 to 3 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, cyano, 
halo, halo-substituted(Ci.4)alkyl, nitro, -X^NR'^R'^, -X^NR'^C(0)R'^ -X^NR^^C(0)0R'^, 
-X^NR'2C(0)NR'^R'2, -X^NR'2C(NR'2)NR'2r'^ -X^OR'^ -X^SR'^ -X^C(0)OR'^ 
-X'C(0)R'^ -X'0C(0)R'^ -X'C(0)NR'2r'^ -X'S(0)2NR'2r'^ -X'NR^2S(0)2R'^ 
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-X'P(0)(0R'2)0R'^ -X'0P(0)(0R^2)0R^^ -X'NR'2C(0)R'^ -X'S(0)R'\ -X'S(0)2R'^ and 
-X^C(0)R'^ wherein X^ R'^ and R^^ are as defined above; 

R^ is (C,.6)alkyl or -C(R^)(R^)X^ wherein R^ is hydrogen or (Ci.6)alkyl and X^ is selected from 
-X^NR'^R'^ -X^NR'^C(0)R^^ -X^NR'2C(0)0R'^ -X^NR'^C(0)NR'2r*^ 
-X^NR'^C(NR'2)NR'2r'^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR'^R'^ -X^S(0)2NR^^R'^ -X^NR'2S(0)2R'^ -X^P(0)(0R'2)0R'^ 
-X^0P(0)(0R'2)0R'^ -X^C(0)R'^ -X'NR'2C(0)R'^ -X^S(0)R'^ -X^S(0)2R'^ -R'^ -x^or'^ 

-x'sr'^ -x's(0)r'^ -x's(0)2R'^ -x'c(0)R'^ -x'c(0)OR'^ -x'oc(o)r'^ -x'nr'^r'^ 

-X'NR'^C(0)R'^ -X'NR•2C(0)0R'^ -X'C(0)NR"*R'^ -X^S(0)2NR'^R'^ -X^NR'^S(0)2R'^ 
-X'NR'2C(0)NR''*R*2 and -X'NR'2c(NR'2)NR"*r'^ wherein X^ R'^ R^' and R''* are as defined 
above; 

R^ is selected fi-om -X^NR'^R'^, -X*NR'2c(0)R'^ -X^NR'^C(0)0R^^ -X^NR'2c(0)NR'2r'^ 
-X^NR'2c(NR'2)NR'2r^^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ 
-X^C(0)NR'^R'^ -X^S(0)2NR'2r'^ -X^NR'^S(0)2R'1 -X*P(0)(0R'2)0R^^ 
-X^0P(0)(0R'2)0R'^ -X'C(0)R'^ -X^NR'2C(0)R'^ -X^S(0)R'^ -X^S(0)2R'^ -R'^ -X^OR'^ 
-X^SR•^ -X*S(0)R'^ -X'S(0)2R'^ -X'C(0)R•^ -X'C(0)OR'^ -X'OC(0)R'^ -X^NR'^'r'^ 
-X*NR'2C(0)R'^ -X'NR'2c(0)0R'^ -X'C(0)NR''*R'^ -X^S(0)2NR'^R'^ -X^NR'2S(0)2R'^ 
-X'NR'2C(0)NR'^R'2 and -X^NR'2C(NR*^)NR'^R'2 wherein X' is (C,.6)alkylene and X^ R'^ 
R'^ and R'"* are as defined above, with the proviso that when X^ is cyano and X^ is -OR'*, where 
R'* is defined as -R''*, then R''* is (C3-io)cycloalkyl(Ci.6)alkyl, hetero(C3.io)cycloalkyl(Ci.3)alkyl, 
(C6-io)aryl(Ci.6)alkyl, hetero(C5-io)aryl(Ci.6)alkyl, (C9.io)bicycloaryl(Ci.6)alkyl or 
hetero(C8.io)bicycloaryl(Ci.6)alkyl; 

R'^ is (C6-io)aryl, hetero(C5.io)aryl, (C9.io)bicycloaryl or hetero(C8-io)bicycloaryl; 

R'"' is (Ci.6)alkyl, (C3-io)cycloalkyl(Ci.6)alkyl, hetero(C3.io)cycloalkyl(Ci.6)alkyl, 
(C6-io)aryl(Ci.6)alkyl, hetero(C5.io)aryl(C,.6)alkyl, (C9.io)bicycloaryl(Ci.6)alkyl or 
hetero(C8-io)bicycloaryl(Ci.6)alkyl; 

R'^ is (Ci.6)alkyl, (C3.io)cycloalkyl(Ci.6)alkyl, hetero(C3.io)cycloalkyI(Ci.6)alkyl, 
(C6-io)aryl(Ci.6)alkyl, hetero(C5-io)aryl(Ci.6)alkyl, (C9.io)bicycloaryl(Ci.6)alkyl or 
hetero(C8-io)bicycloaryl(Ci.6)alkyl; and 
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R'^ and R^° together with the atoms to which R'^ and R^° are attached form 
(C4.8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising the 
ring is a heteroatom selected from -NR^'- or -0-, wherein the ring is unsubstituted or substituted 
with R^, wherein R^ is as defined above, and R^' is hydrogen, -C(0)0R'^, -C(0)R'^, 
-C(0)NR'2r'^ -S(0)2NR'2r'^ -S(0)R'^ and -S(0)2R'\ -S(0)R'^ -S(0)2R'^ -C(0)R'^ 
-C(0)0R'^, -C(0)NR'2r'2 and -S(0)2NR'^R'^ wherein R^^ R^^ and R^'* are as defined above; 

wherein within R'', R"*, R'^, R'^ and R*^ any alicyclic or aromatic ring system is unsubstituted or 
substituted further by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, 
cyano, halo, halo-substituted(Ci.4)alkyl, nitro, -X^NR'^R'^ -X^NR'^C(0)R'^ 
-X^NR'2C(0)0R'^ -X^NR'2C(0)NR'2r'^ -X^NR*^C(NR'^)NR'2r'^ -X^OR'2, -X^SR'^ 
-X^C(0)OR*^ -X^C(0)R'^ -X^0C(0)R'^ -X^C(0)NR'2r'^ -X^S(0)2NR'^R'^ 
-X^'^S(0)2R'^ -X^P(0)(0R*^)0R'^, -X^0P(0)(0R'^)0R'^, -X^NR'2C(0)R'^ -X^S(0)R'^ 
-X^C(0)R'^ and -X^S(0)2R'^ and/or 1 radical selected from -R'^ -X^OR"*, -X^SR"*, 
-X^S(0)R^'*, -X^S(0)2R''*, -X^C(0)R''*, -X^C(0)0R''*, -X^0C(0)R"*, -x^nr'^^r'^, 
-X^^2C(0)R^^ -X^NR'2C(0)0R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ -X^'2S(0)2R'^ 
-X^'2C(0)NR''^R*^ and -X^NR'^C(NR'^)NR''*R'2; and within R^ and R^ any aliphatic moiety 
is unsubstituted or substituted ftirther by 1 to 5 radicals independently selected from cyano, halo, 
nifro, -NR'^R'^ -NR'^C(0)R^^ -NR'^C(0)0R'^ -NR'2C(0)NR'^R'^ -NR'2C(NR'2)NR'^R'^ 
-OR'^ -SR'^ -C(0)0R'^ -C(0)R'^ -0C(0)R'^, -C(0)NR'^R'^ -S(0)2NR'2r'^ -NR'2S(0)2R'^ 
-P(0)(0R'2)0R'^ -0P(0)(0R'^)0R'^ -NR^^C(0)R'^ -S(0)R'^ and -S(0)2R'^; wherein X^ R^^ 
R^^ and R"* are as described above, with the proviso that when is -OR'*, where R'* is defined 
as -R^"^, or -NHR^^, then any aromatic ring system present within R^"^ or R^^ is not substituted 
further by halo, (C3_io)cycloalkyl, hetero(C3-io)cycloalkyl, (C6-io)aryl, hetero(C5-io)aryl, 
(C9_io)bicycloaryl or hetero(C8_io)bicycloaryl; with the proviso that only one bicyclic ring 
structure is present within R^, R"^ or R^^; N oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof; and the pharmaceutically 
acceptable salts and solvates of such compounds and th e iV-oxides. prodrugs, compounds thereof 
having protected reactive groups, stereoisomers and mixtures of stereoisomers thereof and the 

oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures 
of isomers thereof 



16 of 52 



Application No. 10/719,080 
Atty. Ref. No. P27,868-B USA 



PATENT 



6. (Currently Amended) A compoimd of Claim 1 or 2 in which: 

X' is -NHC(R')(r2)X^ or -NHCH(R'^)C(0)R2°; 

is -OH, -0C(0)NR'^R'^ or -0C(0)R'^ wherein R'^ and r'^ are as defined below; 

X^ is cyano, -C(R')(R*)R^^ -C(R^)(0R^)2, -CH2C(0)R'^ -CH=CHS(0)2R^ 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)0R^ -C(0)CH20R^ 
-C(0)CH2N(R^)S02R^ or -C(0)C(0)R^; wherein R^ is hydrogen, (Ci^)alkyl, 
(C3-io)cycloalkyl(Co-6)alkyl, hetero(C3-io)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co.6)alkyl, 
hetero(C5.io)aryl(Co-6)alkyI, (C9-io)bicycloary](Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 
R^ is hydrogen, hydroxy or (Ci_6)alkyl; or where X^ contains an -NR^R^ group, R^ and R^ 
together with the nitrogen atom to which they are both attached, form hetero(C3-io)cycloalkyl, 
hetero(C5.io)aryl or hetero(C8.io)bicycloaryl; R^ is hydrog^ or (Ci^)alkyl and R^ is hydroxy or 
R' and R* together form oxo; R^^ is hydrogen, -X*, -CF3, -CFjCFaR^ or -N(R^)OR^; R^ is 
hydrogen, halo, (Ci^)alkyl, (C5.io)aiyl(Co-6)alkyl or (C5.io)heteroaryl(Co-6)alkyl; 

X^ is comprises a heteromonocyclic ring containing 4 to 7 ring member atoms or a fused 
heterobicyclic ring system containing 8 to 14 ring member atoms and any carbocyclic ketone, 
iminoketone or thioketone derivative thereof; 

wherein within R^, X^ or X"* any alicyclic or aromatic ring system is unsubstituted or substituted 
ftother by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, cyano, halo, 
halo-substituted(Ci^)alkyl, nitro, -X^^^R'^ -X^NR^^C(0)R'^, -X^'^C(0)0R*\ 
-X^R'2C(0)NR'^R'^ -X^NR'2C(NR'^)NR'^R^^ -X^OR'^ -X^SR^^ -X^C(0)0R'^ 
-X^C(0)R^^ -X^0C(0)R'^ -X^C(0)NR^2r'2, -X^S(0)2NR'2R'^ -X^'^g^Q^^j^ia^ 
-X^P(0)(0R'^)0R'2, -X^OP(0)(OR'2)qr12 _-j^5j^i2(.(q)j^13^ -X'S(0)R'^ and -X^S(0)2R'^ 
and/or 1 radical selected from -R^"^, -X^OR''*, -X^SR'"*, -X^S(0)R'\ -X^S(0)2R'^ -X^C(0)R'\ 
-X^C(0)0R'^ -X^OC(0)R'^ -X^NR^^'r'^ -X^NR'2c(0)R'^ -X^NR'2c(0)0R'^ 
-X'C(0)NR'^R'2, -X'S(0)2NR''r'^ -X'NR'2S(0)2R'^ -X'NR'2c(0)NR'^R'2 and 
-X^NR'^C(NR^2)NR'^R'^ wherein X^ is a bond or (C,.6)alkylene; R'^ at each occurrence 
independently is hydrogen, (Ci.6)alkyl or halo-substituted(Ci.6)alkyl; R^^ is (Ci.6)alkyl or 
halo-substituted(Ci.6)alkyl; and R*'* is (C3-io)cycloalkyl(Co.6)alkyl, 
hetero(C3-io)cycloalkyl(Co-3)alkyl, (C6-io)aryl(Co-6)alkyl, hetero(C5-io)aryl(Co-6)alkyl, 
(C9-io)bicycloaryl(Co.6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl; 
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R' is hydrogen or (Ci.6)alkyl and R^ is selected from a group consisting of hydrogen, cyano, 
-X^NR'^R^^ -X^R'^C(0)R'^ -X^NR'^C(0)OR'^ -R'^ -X^NR'^C(0)NR'2r*^ 
-X^^^C(NR'^)NR'2r^2, -X^OR'^, -X^SR*^ -X^C(0)0R'2, -X^C(0)R'^, -X^0C(0)R'^, 
-X^C(0)NR^2r*^ -X^S(0)2NR'2r^^ -X^NR'^S(0)2R'^ -X^P(0)(0R'2)0R'^ 
-X^0P(0)(0R'^)0R*^ -X^NR'^C(0)R*^ -X^S(0)R'^ -X^S(0)2R'^ -R''*, -X^OR'^ -X^SR'^, 
-X^S(0)R*^, -X^S(0)2R''*, -X^C(0)R^^ -X^C(0)0R'\ -X^OC(0)R'^ -X^NR'^^R'^ 
-X^NR^2C(0)R'^ -X^NR'2C(0)0R'^, -X^C(0)NR'2r'^ -X^S(0)2NR''*R^^ -X^'2S(0)2R'^, 
-X^'^C(0)NR''*R'2 and -X^'^CCNR^^^^js^j^Hj^n^ wherein R^^ r'^ and R'^ are as defined 
above; or R' and R^ taken together with the carbon atom to which both R' and R^ are attached 
form (C3.8)cycloalkylene or (C3.8)heterocycloalkylene; wherein within said R^ any heteroaryl, 
aryl, cycloalkyl, heterocycloalkyl, cycloalkylene or heterocycloalkylene is unsubstituted or 
substituted with 1 to 3 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, cyano, 
halo, halo-substituted(C].4)alkyl, nitro, -X^NR'^r'^ -X^NR'^C(0)R'^, -X^NR'^C(0)0R'^, 
-X^NR'2C(0)NR'2r'2, -X^NR'^C(NR'2)NR'2r'^ -X^OR'^ -X^SR'^ -X^C(0)0R^^ 
-X^C(0)R'^ -X^0C(0)R'^ -X^C(0)NR'2r^^ -X^S(0)2NR*2r12, -X^NR^2s(q)^r12^ 
-X^P(0)(0R'^)0R'2, -X^0P(0)(0R'2)0R*^ -X^NR'2C(0)R'^ -X^S(0)R^^ -X^S(0)2R'^ and 
-X^C(0)R*^ wherein X^ R'^ and R'^ are as defined above; 

R^ is (C,.6)alkyl or -C(R^)(R^)X^ wherein R^ is hydrogen or (C,.6)alkyl and X^ is selected from 
-X^NR'^R'^ -X^NR'^C(0)R'^ -X^NR'2C(0)0R'^ -X^NR'^C(0)NR'^R'^ 
-X^NR'2C(NR'2)NR'2r*2, -X^OR'^ -X^SR'^ -X^C(0)0R'^ -X^C(0)R'^ -X^OC(0)R'^ 
-X^C(0)NR'^R'^ -X^S(0)2NR'^R'2, -X^NR'^S(0)2R'^ -X^P(0)(0R'2)0R'2, 
-X^0P(0)(0R'2)0R^^ -X^C(0)R'^ -X^NR'2C(0)R'^ -X^S(0)R^^ -X^S(0)2R'^ -R'^ -X^OR'^ 
-X^SR'^ -X^S(0)R'^ -X^S(0)2R'^ -X^C(0)R'^ -X^C(0)0R'^ -X^OC(0)R'^ -X^NR^^R^^ 
-X^NR'2C(0)R•^ -X^NR'2C(0)0R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ -X^NR'2s(0)2R'^ 
-X'NR'^C(0)NR'^R'2 and -X^NR'2c(NR'2)NR'^R'^ wherein X^ r'^, r'^ and r'^ are as defined 
above; and 

R'^ and R^° together with the atoms to which R^^ and R^° are attached form 
(C4.8)heterocycloalkylene, wherein no more than one of the ring member atoms comprising the 
ring is a heteroatom selected from -NR^'- or -0-, wherein and the ring is unsubstituted or 
substituted with R^, wherein R^ is as defined above, and R^' is hydrogen, -C(0)0R'^, -C(0)R^^, 
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-C(0)NR^2r*^ -S(0)2NR'2r12^ -S(0)R'^ and -S(0)2R", -S(0)R'^ -S(0)2R'^ -C(0)R>^ 
-C(0)OR^'*, -C(0)NR'2r12 .s(0)2NR''*R'^ wherein R'^, r^^ and R'^ are as defined above; 

wherein within R^, R"*, R'^, R'^ and R'^ any alicyclic or aromatic ring system is unsubstituted or 
substituted jfurther by 1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci.6)alkylidene, 
cyano, halo, halo-substituted(Ci^)alkyl, nitro, -X^NR'^R'^ -X^NR'^C(0)R'^ 
-X^NR'^C(0)0R^^ -X^NR'^C(0)NR'2r'^ -X^NR12C(NR'^)NR'2r'^ -X^OR'^ -X^SR'^ 
-X^C(0)0R'^ -X^C(0)R'^ -X^0C(0)R'^ -X^C(0)NR'^R'^ -X^S(0)2NR'^R'^ 
-X^NR'2S(0)2R'^ -X^P(0)(0R'^)0R'^ -X^0P(0)(0R'2)0R'^ -X^NR'2c(0)R'^ -X^S(0)R'^ 
-X^C(0)R'^ and -X^S(0)2R^^ and/or 1 radical selected from -R*^ -X^OR^\ -X^SR^\ 
-X^S(0)R^^ -X^S(0)2R'^ -X^C(0)R'^ -X^C(0)OR'^ -X^0C(0)R'^ -X^NR'^R^^ 
-X^^^C(0)R^^ -X^NR^2C(0)0R'^ -X^C(0)NR''*R'\ -X^S(0)2NR'^R'^ -X^NR'2S(0)2R'^ 
-X^'2c(o)NR*^R'2 and -X'NR'2C(NR'2)NR^'*R'2. ^^^^ r3 ^^^^j ^^^y ajiphatic moiety 

is unsubstituted or substituted further by 1 to 5 radicals independently selected from cyano, halo, 
nitro, -NR^^R'^ -NR^2C(0)R'^ -NR'2C(0)0R*^ -NR'2c(0)NR'2r^^ -NR*^C(NR^2)nr12r12 
-OR'^ -SR'^ -C(0)0R'^ -C(0)R'^ -0C(0)R'^ -C(0)NR'2r'^ -S(0)2NR'2r^^ -NR'2S(0)2R^^ 
-P(0)(0R^2)0R'^ -0P(0)(0R'2)0R'2, -NR'^C(0)R'^ -S(0)R'^ and -S(0)2R'^; wherein X^ R*^ 

R" and R'^ are as described above; with the proviso that only one bicycHc ring structure is 
present within R"^, R"^ or R^^; N oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts 
and solvates of such compounds and the TV-oxides, prodrugs, compounds thereof having 
protected reactive groups, stereoisomers and mixtures of stereoisomers thereof. and the oxide 
derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 
isomers thereof 

7. (Currently Amended) The compound of Claim 1 or Claim 2 in which: 

is -NHC(R^)(R^)C(0)C(0)NR^R^ wherein R^ is hydrogen, (Ci-4)alkyl, 
(C3-io)cycloalkyl(Co.6)alkyl, hetero(C3-io)cycloalkyl(Co-3)alkyl, (C6-io)axyl(Co-6)alkyl, 
hetero(C5.io)aryl(Co.6)alkyl, (C9-io)bicycloaiyl(Co-6)alkyl or hetero(C8-io)bicycloaryl(Co-6)alkyl 
and R^ is hydrogen, hydroxy or (Ci.6)alkyl or R^ and R^ together with the nitrogen atom to which 
they are both attached form hetero(C3-io)cycloalkyl, hetero(C5_io)aryl or hetero(C8-io)bicycloaryl; 
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is hydrogen; 

wherein within X' any alicyclic or aromatic ring system is unsubstituted or substituted further by 
1 to 5 radicals independently selected from (Ci^)alkyl, (Ci.6)alkylidene, cyano, halo, 
halo-substituted(C,^)alkyl, nitro, -X^'^R^^, -X^NR'^C(0)R'^ -X^'^C(0)0R'^ 
-X^NR'^C(0)NR'2r^^ -X^NR'^C(NR'2)NR'^R'^ -X^OR'^ -X^SR'^ -X^C(0)0R'^ 
-X^C(0)R'^ -X^0C(0)R'^ -X^C(0)NR'2r'^ -X^S(0)2NR'2r'^ -X^NR'^S(0)2R'^ 
-X^P(0)(0R'2)0R'^ -X^0P(0)(0R'2)0R'^ -X^NR'2C(0)R•^ -X^S(0)R'^ and -X^S(0)2R'^ 
and/or 1 radical selected from -R^^ -X^OR'^, -X^SR'^ -X^S(0)R''', -X'S(0)2R'^ -X^C(0)R'^ 
-X'C(0)0R'^, -X^OC(0)R'^ -X^NR'^R'2, -X^NR'2C(0)R"*, -X^NR'2c(0)0R"*, 
-X^C(0)NR^2r'^ -X^S(0)2NR"'r'2, -X^NR'^S(0)2R'^ -X5nr'2C(0)NR1'^r12 and 
-X^NR'2C(NR'^)NR''*R'^ wherein X^ is a bond or (Ci.6)alkylene; R^^ at each occurrence 
independently is hydrogen, (Ci.6)alkyl or halo-substituted(Ci.6)alkyl; R*' is (Ci^)alkyl or 
halo-substituted(Ci.6)alkyl; and R''* is (C3.io)cycloalkyl(Co-6)alkyl, 
hetero(C3-io)cycloalkyl(Co-3)alkyl, (C6-io)Myl(Co.6)alkyl, hetero(C5-io)aryl(Co-6)alkyl, 
(C9-io)bicycloaryl(Co^)alkyl or hetero(C8.io)bicycloaryl(Co-6)alkyl; 

R' is hydrogen and R^ is (Ci.6)alkyl; and 

R^ is -CHaX^ wherein X^ is -X^NR'2S(0)2R'^ or -X^S(0)2R'^ wherein X^ R^^ and R^^ are as 
defined above; 

wherein within R^ any alicyclic or aromatic ring system is unsubstituted or substituted ftirther by 
1 to 5 radicals independently selected from (Ci.6)alkyl, (Ci-6)alkylidene, cyano, halo, 
halo-substituted(Ci.4)alkyl, nitro, -X^NR'^R'^, -X^NR'^C(0)R'^ -X^NR^^C(0)0R'^, 
-X^NR'^C(0)NR'^R'2, -X^NR'2C(NR'2)NR'^R'^ -X^OR'^ -X'SR'^ -X^C(0)0R'^ 
-X^C(0)R'^ -X^0C(0)R'^ -X'C(0)NR'2r'^ -X^S(0)2NR'2r'^ -X^NR'^S(0)2R'^, 
-X^P(0)(0R'^)0R'^ -X^0P(0)(0R'2)0R'2, -X^NR'2C(0)R^^ -X^S(0)R'^ -X^C(0)R'^ and 
-X^S(0)2R'^ and within R^ any aliphatic moiety is vinsubstituted or substituted ftirther by 1 to 5 
radicals independently selected from cyano, halo, nitro, -NR^^R^^, -NR'^C(0)R'^, 
-NR'2c(0)0R'\ -NR'^C(0)NR'^R'^ -NR'^C(NR'2)NR'^R*^ -OR'^ -SR'^ -C(0)0R^^ 
-C(0)R'^ -0C(0)R'^ -C(0)NR^^R'^ -S(0)2NR^^R'2, -NR^2S(0)2R'^ -P(0)(0R'2)0R'^ 
-OP(0)(OR'2)qr12^ -NR'2C(0)R'^ -S(0)R'^ and -S(0)2R'^ wherein X^ R'\ R'^ and R^^ are as 
described above; with the proviso that only one bicyclic ring structure is present within R^; 
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N oxid e derivatives, prodrug derivatives, prot e cted d e rivatives, individual isom e rs and mixtur es- 

isomers thereof; and the pharmaceutically acceptable salts and solvates of such compounds 
and th e iV-oxides. prodrugs, compounds thereof having protected reactive groups, stereoisomers 
and mixtures of stereoisomers thereof. and the N oxide derivatives, prodrug derivativer,^ prntetnteH 
derivatives, individual isomers and mixtures of isomers thereof 

8. (Currently Amended) The compound of Claim 3 in which: 

X' is -NHC(R^)(R^)X' or -NHCH(R^')C(0)R^^ wherein R^ is hydrogen or (Ci.6)alkyl and r' is 
hydrogen, (Ci.6)alkyl, -X^OR^^ -X'S(0)R^^ -X'OR^^ (C6.io)aryl(Co.6)alkyl or 
hetero(C5-io)aryl(Co-6)alkyl or R^ and R^ taken together with the carbon atom to which both R^ 
and R^ are attached form (C3_6)cycloalkylene or (C3_6)heterocycloalkylene, wherein within said 
R any heteroaryl, aryl, cycloalkylene or heterocycloalkylene is unsubstituted or substituted with 
(Ci_6)alkyl or hydroxy, wherein X^ is cyano, -C(0)R*^ -C(R^)(OR^)2, -CH=CHS(0)2R^ 
-CH2C(0)R^^ ~C(0)CF2C(0)NR'R^ -C(0)C(0)NR'r^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R^)S02R' or -C(0)C(0)R' and R^^ and R^^ together with the atoms to which R^^ 
and R are attached form (C4.8)heterocycloalkylene, wherein no more than one of the ring 
member atoms comprising the ring is a heteroatom selected from -NR^^- or -0-, wherein the ring 
is unsubstituted or substituted with (Ci.6)alkyl or -X^C(0)OR^^ and R^^ is hydrogen, (Ci.6)alkyl, 
-X'C(0)R^^ -X'C(0)OR'^ -R'\ -X'C(0)R'^ or -C(0)0R'^; 

X^ is -OH or -OC(0)NR^^R*^, wherein each R^^ independently represent hydrogen or (Ci.6)alkyl, 
wherein said alkyl is unsubstituted or substituted with hydroxy or methoxy, or X^ is 
-OC(0)NHR^^ wherein R^^ is (C3.io)cycloalkyl(Co-6)alkyl or hetero(C3-io)cycloalkyl(Ci.3)alkyl, 
or X^ is ~OC(0)R^^ wherein R^^ is -NR^^R^^ and R^^ and R^^ together with the nitrogen atom to 
which both R^^ and R^^ attached form a hetero(C4.6)cycloalkyl ring, which ring may be 
unsubstituted or substituted with hydroxy; and 

R^ is -CH2X^; wherein X^ is is selected from -X^SR'^ -X^C(0)NR^^R^^, -X^S(0)2R^^ 
-X'C(0)R'^ -X'OR^^ -X'SR^^ -X'r'\ .X'S(0)2R^^ -X'C(0)R'\ -X'C(0)NR^'R*^; oxide 
derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 
isomers thereof; and the pharmaceutically acceptable salts and solvates of such compounds and 
th e A/-oxides. prodrugs, compounds thereof having protected reactive groups, stereoisomers and 
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mixtures of stereoisomers thereof. and the oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



9. (Currently Amended) The compound of Claim 8 in which: 

is cyano, -C(0)X^, -C(0)H, -C(0)N(CH3)OCH3, -CH(OCH3)2, -C(0)CF3, -C(0)CF2CF3, 
-CH2C(0)R^^, (E)-2-benzenesulfonyl-vinyl, 2-dimethylcarbamoyl-2,2-difluoro-acetyl, 2-oxo-2- 
pyrrolidin-l-yl-acetyl, 2-morpholin-4-yl-2-oxo-acetyl, 2-oxo-2-piperazin-l-yl-acetyl, 2-(4- 
methanesulfonyl-piperazin- 1 -yl)-2-oxo-acetyl, 2-( 1 , 1 -dioxo- 1 □ ^-thiomorpholin-4-yl)-2-oxo- 
acetyl, dimethylaminooxalyl, tetrahydro-pyran-4-ylaminooxalyl, 2-morpholin-4-yl- 
ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, pyridin-3-ylaminooxalyl, phenylaminooxalyl, 
1 -ben2oyl-piperidin-4-ylaminooxalyl, 1 -benzylcarbamoyl-methanoyl, 1 -benzyloxy(oxalyl), 
2-benzyloxy-acetyl, 2-benzenesulfonylamino-ethanoyl, 2-oxo-2-phenyl-ethanoyl5 3//-oxazole-2- 
carbonyl, 5-trifluoromethyl-oxazole-2-carbonyl, 3-trifluoromethyl-[l ,2,4]oxadiazole-5-carbonyl, 
2,2,3, 3,3-pentafluoro-propionyl, hydroxyaminooxalyl, oxalyl, 2-(l,3-dihydro-isoindol-2-yl)-2- 
oxo-acetyl, benzothiazol-2-ylaminooxalyl, 2-oxo-ethyl, 2-oxazol-2-yl-2-oxo-'ethyl or 2- 
benzooxazol-2-yl-2-oxo-ethyl; 

is selected from -OH, dimethylcarbamoyloxy, morpholin-4-ylcarbonyloxy, piperidin-l-yl- 
carbonyloxy, pyrrolidin-l-yl-carbonyloxy, pyrimidin-2-ylamino, tetrahydro-pyran-4-ylamino, 
1 -methyl-piperidin-4-ylamino, iV-(2-methoxyethyl)-iV-(tetrahydro-pyran-4-yl)amino, 
isopropylamino and cyclohexylamino; 4-^er^-butoxycarbonylpiperazin-l-ylcarbonyloxy, 
iV-benzyl-carbamoyloxy, pyrrolidin-l-yl-carbonyloxy, iV//-dimethyl-carbamoyloxy, 
piperidin-1 -yl-carbonyloxy, 4-methanesulfonyl-piperazin- 1 -yl-carbonyloxy, 
4-ethoxycarbonylpiperazin-l -ylcarbonyloxy, A^-cyclohexyl-carbamoyloxy, TV^phenyl- 
carbamoyloxy, A^-(5,6,7,8-tetrahydro-naphthalen-l -yl)-carbamoyloxy, iV-butyl-A^-methyl- 
carbamoyloxy, A/-pyridin-3-yl-carbamoyloxy, A/-isopropyl-carbamoyloxy, 7V-pyridin-4-yl- 
carbamoyloxy, //-cyanomethyl-A^-methyl-carbamoyloxy, A^,A^-bis-(2-methoxy-ethyl)- 
carbamoyloxy, A^-phenethyl-carbamoyloxy, piperazine- carbonyloxy, A^-naphthalen-2-yl- 
carbamoyloxy, 4-benzyl-piperazine-l -carbamoyloxy, 4-(l -furan-2-yl-carbonyl)-piperazine-l- 
carbamoyloxy, thiomorpholin-4-yl- carbonyloxy, 1,1 -dioxo- lA.^-thiomorpholin-4-yl)- 
carbonyloxy, bis-(2-methoxy-ethyl)-carbamoyloxy, morpholin-4-ylcarbonyloxy. 
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2-methoxyethylcarbamoyloxy, diethylcarbamoyloxy, pyrrolidin-l-ylcarbonyloxy, 
2-hydroxyethylcarbamoyloxy, tetrahydro-furan-2-ylmethylcarbamoyloxy, 
cyclopropylcarbamoyloxy, ^er/-butylcarbamoyloxy, 3-hydroxy-pyrrolidin-l-yl-carbonyloxy and 
carbamoyloxy; and 

R is thiophene-2-sulfonyl-methyl, 3-chloro-2-fluoro-phenyl-methane-sulfonyl-methyl, benzene- 
sulfonyl-methyl, phenyl-methane-sulfonyl-methyl, 2-(l , 1 -difluoro-methoxy)-phenyl-methane- 
sulfonyl-methyl, 2-benzene-sulfonyl-ethyl, 2-(pyridine-2-sulfonyl)-ethyl, 
2-(pyridine-4-sulfonyl)-ethyl, 2-phenyl-methanesulfonyl-ethyl, oxy-pyridin-2-yl-methane- 
sulfonyl-methyl, prop-2-ene- 1 -sulfonyl-methyl, 4-methoxy-phenyl-methane-sulfonyl-methyl, 
p-tolyl-methane-sulfonyl-methyl, 4-chloro-phenyl-methane-sulfonyl-methyl, o-tolyl-methane- 
sulfonyl-methyl, 3 ,5-dimethyl-phenyl-methane-sulfonyl-methyl, 4-trifluoro-methyl-phenyl- 
methane-sulfonyl-methyl, 4-trifluoro-methoxy-phenyl-methane-sulfonyl-methyl, 
2-bromo-phenyl-methane-sulfonyl-methyl, pyridin-2-yl-methane-sulfonyl-methyl, pyridin-3-yl- 
methane-sulfonyl-methyl, pyridin-4-yl-methane-sulfonyl-methyl, naphthalen-2-yl-methane- 
sulfonyl-methyl, 3 -methyl-phenyl-methane-sulfonyl-methyl, 3 -trifluoro-methyl-phenyl-methane- 
sulfonyl-methyl, 3 -trifluoro-methoxy-phenyl-methane-sulfonyl-methyl, 
4-fluoro-2-trifluoroniethoxy-phenyl-methane-sulfonylmethyl, 

2- fluoro-6-trifluoromethyl-phenylmethanesulfonylmethyl, 

3- chloro-phenylmethanesulfonylmethyU 2-fluoro-phenylmethanesulfonylmethyl, 

2- trifluoro-phenylmethanesulfonylmethyl, 2-cyano-phenylmethanesulfonylmethyl, 

4- ^er^-butyl-phenylmethanesulfonylmethyl, 2-fluoro-3-methyl-phenyl-methane-sulfonyl-methyl, 

3- fluoro-phenylmethanesulfonylmethyl, 4-fluoro-phenylmethane-sulfonylmethyl, 

2- chloro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenylmethane-sulfonylmethyl, 
2,6-difIuoro-phenylmethanesulfonylmethyl, 2,5-dichloro-phenyl-methane-sulfonylmethyl, 
3,4-dichloro-phenylmethanesulfonylmethyl, 2-(l ,1 -difluoro-methoxy)-phenyl- 
methanesulfonylmethyl, 2-cyano-phenyl-methane-sulfonyl-methyl, 

3- cyano-phenylmethanesulfonylmethyl, 2-trifluoro-methoxy-phenyl-methane-sulfonylmethyl, 

2.3- difIuoro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenyl-methanesulfonylmethyl, 
biphenyl-2-ylnniethanesulfonylniethyl, cyclohexylmethyl, 3-fluoro-phenyl- 
methanesulfonylmethyl, 3 ,4-difluoro-phenyl-methanesulfonylmethyl, 

2.4- difluoro-phenylmethanesulfonylmethyl, 2,4,6-trifluoro-phenylmethanesulfonylmethyl, 
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2,4,5-trifluoro-phenylmethmiesulfonylmethyl, 2,3,4-trifluoro-phenylmethanesulfonylmethyl, 
2,3,5-trifluoro-phenyl-methane-sulfonylmethyl, 2,5,6-trifluoro-phenylmethanesulfonylmethyl, 
2-cMoro-5-trifluoro-methylphenylmethanesulfonylmethyl, 2-methyl-propane- 1 -sulfonyl, 
2-fluoro-3-trifluoro-methylphenylmethanesulfonylmethyl, 2-fluoro-4-trifluoro- 
methylphenylmethanesulfonylmethyl, 2-fluoro-5-trifluoro-methyl-phenyl-methane-sulfonyl- 
methyl, 4-fliioro-3 -trifluoro-methylphenylmethanesulfonylmethyl, 2-methoxy-phenyl- 
methanesulfonylmethyl, 3,5-bis-trifluoroinethyl-phenylmethanesulfonylmethyl, 
4-difluoromethoxy-phenylmethanesulfonylmethyl, 2-difluoro-methoxy-phenyl"- 
methanesulfonylmethyl, 3 -difluoromethoxy-phenylmethanesulfonylmethyl, 2,6-dichloro- 
phenylmethanesulfonylmethyl, biphenyl-4-ylmethanesulfonylmethyl, 

3,5-dimethyl-isoxazol-4-ylmethariesulfonylmethyl, 5-chloro-thien-2-yl-methane-sulfonylmethyl, 
2-[4-(l ,1 "-difluoro-methoxy)-benzenesulfonyl]-ethyl, 
2-[2-(l , 1 -difluoro-methoxy)-benzenesulfonyl]-ethyl, 2-[3-(l ,1 -difluoro- 
methoxy)-benzenesulfonyl]-ethyl, 2-(4-trifluoromethoxy-ben2enesxilfonyl)-ethyl, 
2-(3-trifluoromethoxy-benzenesulfonyl)-ethyl, 2-(2-trifluoro-methoxy-benzene-sulfonyl)-ethyl, 
(cyanomethyl-methyl-carbamoyl)-methyl, biphenyl-3-ylmethyl, 2-oxo-2-pyrrolidin- 1 -yl-ethyl, 

2- benzenesulfonyl-ethyl, isobutylsulfanylmethyl, 2-phenyIsulfanyl-ethyl, 
cyclohexylmethanesulfonylmethyl, 2-cyclohexyl-ethanesuIfonyl, benzyl, naphthalen-2-'yl, 
benzylsulfanylmethyl, 2-trifluoromethyl-benzylsulfanylmethyl, phenylsulfanyl-ethyl, 
cyclopropyl-methanesulfonylmethyl, 5-bromo-thien-2-ylmethyl, 3 -phenyl-propyl, 2,2-difluoro- 

3 - phenyl -propyl, 3,4,5-trimethoxy-phenylmethanesulfonylmethyl, 2,2-difluoro-3-thien-2-yl- 
propyl, cyclohexylethyl, cyclohexylmethyl, /er^butylmethyl, 1 -methylcyclohexylmethyl, 

1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 2,2-dimethyl-3-phenylpropyl, 
1-benzylcyclopropylmethyl, -X^S(0)2R^^ and -X^S(0)2R^^ wherein R^^ is alkyl and R^^ is 
phenyl which phenyl is unsubstituted or substituted; N oxide derivatives, prodrug derivatives, 
protected derivatives, individual isomers and mixtures of isomers thereof; and the 
pharmaceutically acceptable salts and solvates of such compounds and th e iV^oxides. prodrugs, 
compounds thereof having protected reactive groups, stereoisomers and mixtures of 
stereoisomers thereof. and the oxide derivatives, prodmg derivatives- protected derivntiveR., 
individual isomers and mixtures of isomers thereof. 
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1 0. (Currently Amended) A compoimd of Claim 9 in which: 

is l//-benzoimidazol-2-ylcarbonyl, pyrimidin-2-ylcarbonyl, benzooxazol-2-ylcarbonyl, 
benzothiazol-2-ylcarbonyI, pyridazin-3-ylcarbonyl, 3-phenyl-[l,2,4]oxadiazol-5-ylcarbonyl or 
3-ethyl-[l ,2,4]oxadiazol-5-ylcarbonyl, 2-oxo-2-pyrrolidin-l -yl-acetyl, 2-morpholin-4-yl-2-oxo- 
acetyl, 2-oxo-2-piperazin-l -yl-acetyl, 2-(4-methanesulfonyl-piperazin-l-yl)-2-oxo-acetyl, 2-(l,l- 
dioxo- 1 -thiomorpholin-4-yl)-2-oxo-acetyl, dimethylaminooxalyl, tetrahydro- 
pyran-4-ylaminooxalyl, 2-morpholin-4>-yl-ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, 
pyiidin-3-ylaminooxalyl, phenylaminooxalyl or l-benzoyl-piperidin-4-ylaminooxalyl; 

is selected from -OH, dimethylcarbamoyloxy, morpholin-4-ylcarbonyloxy, piperidin-l-yl- 
carbonyloxy, pyrrolidin-l-yl-carbonyloxy, pyrimidin-2-ylamino, tetrahydro-pyran-4-ylamino, 
1 -methyl-piperidin-4-ylamino, 7V-(2-methoxyethyl)-iV-(tetrahydro-pyran-4-yl)amino, 
isopropylamino and cyclohexylamino; 

is cyclohexylethyl, cyclohexylmethyl, ^er^butylmethyl, 1-methylcyclohexylmethyl, 
1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 2,2-dimethyl-3-phenylpropyl, 
1-benzylcyclopropylmethyl, -X^S(0)2R^^ or -X^S(0)2R^'^, wherein R^^ is alkyl and R^"^ is phenyl 
which phenyl is unsubstituted or substituted; and the pharmaceutically acceptable salts and 
solvates of such compounds and the TV-oxides, prodrugs, compounds thereof having protected 
reactive groups, stereoisomers and mixtures of stereoisomers thereo f N oxide derivatives, 
prodrug derivatives, protected derivatives, individual isomers and mixtures of isomers thereof . 

1 1 . (Currently Amended) The compound of Claim 3 in which: 

X' is -NHC(R^)(r2)X^ or -NHCH(R^^)C(0)R^^ wherein R' is hydrogen or (Ci.6)alkyl and R^ is 
hydrogen, (Ci_6)alkyl, -X^OR^^ -X^S(0)R^^ -X^OR'^ (C6.io)aryl(Co-6)alkyl or 
hetero(C5.io)aryl(Co-6)alkyl or R^ and R^ taken together with the carbon atom to which both R* 
andR^ are attached form (C3.6)cycloalkylene or (C3.6)heterocycloalkylene, wherein within said 

any heteroaryl, aryl, cycloalkylene or heterocycloalkylene is unsubstituted or substituted with 
(Ci_6)alkyl or hydroxy, wherein is cyano, -C(0)R'^ -C(R*)(0R^)2, -CH=CHS(0)2R^ 
-CH2C(0)R'^ -C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R^)S02R^ or -C(0)C(0)R^ and R'^ and R^*^ together with the atoms to which R'^ 
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are attached form (C4-8)heterocycloalkylene, wherein no more than one of the ring 
member atoms comprising the ring is a heteroatom selected from -NR^^- or -0-, wherein the ring 
is imsubstituted or substituted with (Ci.6)alkyl or -X^C(0)OR^^ and R^^ is hydrogen, (Ci.6)alkyl, 
-X^C(0)R^^ -X^C(0)OR^^ -R^^, -X^C(0)R^^ or -C(0)OR^^; 

X^ is -NHR^^, wherein R^^ is (C6-io)aryl, hetero(C5_io)aryl, (C9_io)bicycloaryl or 
hetero(C8-io)bicycloaryl, or -NR^^R^^, wherein R^^ is hetero(C3-io)cycloalkyl and R^^ is hydrogen 
or R^^ and R^^ independently are (C6-io)aryl(Ci.6)alkyl or hetero(C5.io)aryl(Ci.6)alkyl, wherein 
within R^^, R^^ and R^^ any aUcyclic or aromatic ring system is unsubstituted or substituted 
further by 1 to 5 radicals independently selected from (Ci.6)alkyl, cyano, halo, nitro, 
halo-substituted(Ci.4)alkyl, -X^OR^^ -X^C(0)OR^^ -X^C(0)R^^ -X^C(0)NR^^R^^ 
-X^NR^^S(0)2R^^ and/or 1 radical selected from -R^^, -X^OR^"^ and -X^C(0)NR^^R^^; and 

R^ is -CHsX^; wherein X^ is is selected from -X^SR^^ -X^C(0)NR^^R'^ -X^S(0)2R^^ 
-X^C(0)R^^ -X^OR^^ -X^SR^^ -X^R^^ -X'S(0)2R^^ -X^C(0)R^^ -X^C(0)NR'^R^^; TV oxide 
derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 
isomers thereof; and the pharmaceutically acceptable salts and solvates of such compounds and 
the A^-oxides, prodrugs, compounds thereof having protected reactive groups, stereoisomers and 
mixtures of stereoisomers thereof. 

12. (Currently Amended) The compound of Claim 1 1 in which: 

X^ is cyano, -C(p)X\ -C(0)H, -C(0)N(CH3)OCH3, -CH(OCH3)2, -C(0)CF3, -C(0)CF2CF3, 
-CH2C(0)R'^, (E)-2-benzenesulfonyl-vinyl, 2-dimethylcarbamoyl-2,2-difluoro-acetyl, 2-oxo-2- 
pyrrolidin-l-yl-acetyl, 2-morpholin-4-yl-2-oxo-acetyl, 2-oxo-2-piperazin-l-yl-acetyl, 2-(4- 
methanesulfonyl-piperazin-1 -yl)-2-oxo-acetyl, 2-( 1 , 1 -dioxo- 1 □ ^-thiomorpholin-4-yl)-2-oxo- 
acetyl, dimethylaminooxalyl, tetrahydro-pyran-4-ylaminooxalyl, 2-morpholin-4-yl- 
ethylaminooxalyl, cyclopentyl-ethyl-anMnooxalyl, pyridin-3-ylaminooxalyl, phenylaminooxalyl, 
1 -benzoyl-piperidin-4-ylaminooxalyl, 1 -benzylcarbamoyl-methanoyl, 1 -benzyloxy(oxalyl), 
2-benzyloxy-acetyl, 2-benzenesulfonylamino-ethanoyl, 2-oxo-2-phenyl-ethanoyl, 3/y-oxazole-2- 
carbonyl, 5-trifluoromethyl-oxazole-2-carbonyl, 3-trifluoromethyl-[ 1 ,2,4]oxadiazole-5-carbonyl, 
2,2,3,3,3-pentafluoro-propionyl, hydroxyaminooxalyl, oxalyl, 2-(l,3-dihydro-isoindol-2-yl)-2- 
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oxo-acetyl, ben20thiazol-2-ylaminooxalyl, 2-oxo-ethyl, 2-oxazol-2-yI-2-oxo-ethyl or 2- 
benzooxazol-2-yl-2-oxo-ethyl ; 

is selected from 5-nitrothiazol-2-ylainino, 2-nitrophenylamino, pyrimidin-2-ylamino, 
tetrahydro-pyran-4-ylamino, A/^(2-methoxyethyl)-A^-(tetrahydro-pyran-4-yl)amino, 1 -methyl- 
piperidin-4-ylamino, isopropylamino, di(thien-2-ylmethyl)amino or di(benzyl)amino; and 

is thiophene-2-sulfonyl-methyl, 3-chloro-2-fluoro-phenyl-methane-sulfonyl-methyl, benzene- 
sulfonyl-methyl, phenyl-methane-sulfonyl-methyl, 2-(l , 1 -difluoro-methoxy)-phenyl-methane- 
sulfonyl-nmethyl, 2-benzene-sulfonyl-ethyl, 2-(pyridine-2-sulfonyl)-ethyl, 
2-(pyridine-4-sulfonyl)-ethyl, 2-phenyl-methanesulfonyl-ethyl, oxy-pyridin-2-yl-methane- 
sulfonyl-methyl, prop-2-ene- 1 -sulfonyl-methyl, 4-methoxy-phenyl-methane-sulfonyl-methyl, 
jE7-tolyl-methane-sulfonyl-methyl, 4-chloro-phenyl-methane-sulfonyl-methyl, o-tolyl-methane- 
sulfonyl-methyl, 3 ,5-dimethyl-phenyl-methane-sulfonyl-methyl, 4-trifluoro-methyl-phenyl- 
methane-sulfonyl-methyl, 4-trifluoro-methoxy-phenyl-methane-sulfonyl-methyl, 
2-bromo-phenyl-methane-sulfonyl-methyl, pyridin-2-yl-methane-sulfonyl-methyl, pyridin-3 -yl- 
methane-sulfonyl-methyl, pyridin-4-yl-methane-sulfonyl-methyl, naphthalen-2-yl-methane- 
sulfonyl-methyl, 3 -methyl-phenyl-methane-sulfonyl-methyl, 3 -trifluoro-methyl-phenyl-methane- 
sulfonyl-methyl, 3 -trifluoro-methoxy-phenyl -methane- sulfonyl-methyl, 
4-fluoro-2-trifluoromethoxy-phenyl-methane-sulfonylmethyl, 

2- fluoro-6-trifluoromethyl-phenylmethanesulfonylmethyl, 

3 - chloro-phenylmethanesulfonylmethyl, 2-'fluoro-phenylmethanesulfonylmethyl, 

2- trifluoro-phenylmethanesulfonylmethyl, 2-cyano-phenylmethanesulfonylmethyl, 

4- /er^-butyl-phenylmethanesulfonylmethyl, 2-fluoro-3-methyl-phenyl-methane-sulfonyl-methyl, 

3 - fluoro-phenylmethanesulfonylmethyl, 4-fluoro-phenylmethane-sulfonylmethyl, 

2- chloro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenylmethane-sulfonylmethyl, 
2,6-difluoro-phenylmethanesulfonylmethyl, 2,5-dichloro-phenyl-methane-sulfonylmethyl, 
3,4-dichloro-phenylmethanesulfonylmethyl, 2-(l ,1 -difluoro-methoxy)-phenyl- 
methanesulfonylmethyl, 2-cyano-phenyl-methane-sulfonyl-methyl, 

3- cyano-phenylmethanesulfonylmethyl, 2-trifluoro-methoxy-phenyl-methane-sulfonylmethyl, 
2,3-difluoro-phenylmethanesulfonylmethyl, 2,5-difluoro-phenyl-methanesulfonylmethyl, 
biphenyl-2-ylmethanesulfonylmethyl, cyclohexylmethyl, 3 -fluoro-phenyl- 
methanesulfonylmethyl, 3 ,4-difluoro-phenyl-methanesulfonylmethyl. 
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2.4- difluoro-phenylmethanesulfonylmethyl, 2,4,6-trifluoro-phenylmethanesulfonylmethyl, 
2,4,5-trifluoro-phenylmethanesulfonylmethyl, 2,3,4-trifluoro-phenylmethanesulfonylmethyl, 
2,3,5-trifluoro-phenyl-methane-sulfonylmethyl, 2,556-trifluoro-phenylmethanesulfonylmethyl, 
2-cWoro-5-trifluoro-methylphenylmethanesulfonylmethyl, 2-methyl-propane- 1 -sulfonyl, 
2-fluoro-3 -trifluoro-methylphenylmethanesulfonylmethyl, 2-fluoro-4-trifluoro- 
methylphenylmethanesulfonylmethyl, 2-fluoro-5-trifluoro-methyl-phenyl-methane-sulfonyl- 
methyl, 4-fluoro-3-trifluoro-methylphenylmethanesulfonylmethyl, 2-methoxy-phenyl- 
methanesulfonylmethyl, 3,5-bis-trifluoromethyl-phenylmethanesulfonylmethyl, 
4-difluoromethoxy-phenylniethanesulfonylmethyl, 2-difluoro-methoxy-phenyl- 
methanesulfonylmethyl, 3-difluoromethoxy-phenylmethanesulfonylmethyl, 2,6-dichloro- 
phenylmethanesulfonylmethyl, biphenyl-4-ylmethanesulfonylmethyl, 

3.5- dimethyl-isoxazol-4-ylmethanesulfonylmethyI, 5-chloro-thien--2-yl-methane-sulfonylmethyl, 
2-[4-(l , 1 -difluoro-methoxy)-benzenesulfonyl]-ethyl, 

2- [2-( 1 , 1 -difluoro-methoxy)-benzenesulfonyl] -ethyl, 2- [3 -( 1 , 1 -difluoro- 
methoxy)-benzenesulfonyl]-ethyl, 2-(4-trifluoromethoxy-ben2enesulfonyl)-ethyl, 
2-(3-trifluoromethoxy-benzenesulfonyl)-ethyl, 2-(2-trifluoro-methoxy-beiizene-sulfonyl)-ethyl, 
(cyanomethyl-methyl-carbamoyl)-methyl, biphenyl-3-ylmethyl, 2-oxo-2-pyrrolidin-l -yl-ethyl, 

2- benzenesulfonyl-ethyl, isobutylsulfanylmethyl, 2-phenylsulfanyl-ethyl, 
cyclohexylmethanesulfonylmethyl, 2-cyclohexyl-ethanesulfonyl, benzyl, naphthalen-2-yl, 
benzylstilfanylmethyl, 2-trifluoromethyl-benzylsulfanylmethyl, phenylsulfanyl-ethyl, 
cyclopropyl-methanesulfonylmethyl, 5-bromo-thien-2-ylmethyl, 3 -phenyl-propyl, 2,2-difluoro- 

3- phenyl-propyl, 3,4,5-trimethoxy-phenylmethanesulfonylmethyl, 2,2-difluoro-3-thien-2-yl- 
propyl, cyclohexylethyl, cyclohexylmethyl, /err-butylmethyl, 1-methylcycIohexylmethyl, 

1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 2,2-dimethyl-3-phenylpropyl, 
1-benzylcyclopropylmethyl, -X^S(0)2R^^ and -X^S(0)2R^^, wherein R^^ is alkyl and R^^ is 
phenyl which phenyl is unsubstituted or substituted; N oxide derivatives, prodrug derivatives, 
protected derivatives, individual isomers and mixtures of isomers thereof; and the 
pharmaceutically acceptable salts and solvates of such compounds and th e TV^oxides, prodrugs, 
compounds thereof having protected reactive groups, stereoisomers and mixtures of 
stereoisomers thereof. and the N oxide derivatives, prodrug derivatives, protected derivatives^ 
individual isomers and mixtures of isomers thereof. 
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13. (Currently Amended) A compound of Claim 12 in which: 

is lif-benzoimidazol-2-ylcarbonyl, pyrimidin-2-ylcarbonyl, benzooxazol-2-ylcarbonyl, 
benzothiazol-2-ylcarbonyl, pyridazin-3-ylcarbonyl, 3-phenyl-[l,2,4]oxadiazol-5-ylcarbonyl or 
3-ethyl-[l,2,4]oxadiazol-5-ylcarbonyl, 2-oxo-2-pyrrolidin-l-yl-acetyl, 2-morpholin-4-yl-2-oxo- 
acetyl, 2-oxo-2-piperazin-l-yl-acetyl, 2-(4-methanesulfonyl-piperazin-l-yl)-2-oxo-acetyl, 2-(l,l- 
dioxo-l-thiomorpholin-4-yl)-2-oxo-acetyl, dimethylaminooxalyl, tetrahydro- 
pyran-4-ylaminooxalyl, 2-morpholin-4-yl-ethylaminooxalyl, cyclopentyl-ethyl-aminooxalyl, 
pyridin-3-ylaminooxalyl, phenylaminooxalyl or l-benzoyl-piperidin-4-ylaminooxalyl; 

is selected from -OH, dimethyl carbamoyloxy, morpholin-4-ylcarbonyloxy, piperidin-l-yl- 
carbonyloxy, pyrrolidin-l-yl-carbonyloxy, pyrimidin-2-yl amino, tetrahydro-pyran-4-ylamino, 
l-methyl-piperidin-4-ylamino, A/^(2-methoxyethyl)-A^-(tetrahydro-pyran-4-yl)amino, 
isopropylamino and cyclohexylamdno; 

is cyclohexylethyl, cyclohexylmethyl, ^er/-butylmethyl, 1-methylcyclohexylmethyl, 
1 -methylcyclopentylmethyl, 2,2-difluoro-3-phenylpropyl, 2,2-dimethyl-3-phenylpropyl, 
1-benzylcyclopropylmethyl, -X^S(0)2R^^ or -X^S(0)2R'^, wherein R^^ is alkyl and R^"^ is phenyl 
which phenyl is unsubstituted or substituted; and the pharmaceutically acceptable salts and 
solvates of such compounds and th e iV-oxides, prodrugs, compounds thereof having protected 
reactive groups, stereoisomers and mixtures of stereoisomers thereof and the oxide derivatives, 
prodrug derivatives, protected derivatives, individual isomers and mixtures of isomers thereof. 

14. (Currently Amended) A compound of Claim 1 selected from the group consisting of: 
(i?)-JV-cyanomethyl-2-hydroxy-3-phenylmethanesuIfonyl-propionamide; 

(RyN-( 1 -cyano- 1 -thiophen-2-yl-methyl)-2-hydroxy-3 -phenylmethanesulfonyl-propionamide; 

(jR)-iV-(l -cyano-1 -thiophen-2-yl-methyl)-3-[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-2- 
hydroxy-propionamide; 

(i?)-A^-cyanomethyl-3-[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-2-hydroxy- 
propionamide; 
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morpholine-4-carboxylic acid (i?)-l -(cyanomethyl-carbamoyl)-2-phenylmethanesulfonyl-ethyl 
ester; 

inorpholine-4-carboxylic acid (R)- 1 -(cyanomethyl-carbamoyl)-2-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl] -ethyl ester; 

(R)-(2-methoxy-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-phenylmethanesulfonyl-ethyl 
ester; 

(S)-diethyl-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-pyrrolidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-4-Ethyl-piperazine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-2-hydroxymethyl-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2- 
cyclohexyl-ethyl ester; 

(S)-(2,2,2-Trifluoro-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 

ester; 

(S)-(2-hydroxyethyl)-carbaniic acid l-(cyanoinethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(Tetrahydrofuran-2-ylmethyl)-carbamic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-Azetidine-l -carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-cyclopropyl-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-piperidine-l -carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-(2-methoxy-ethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-3 -hydroxy-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-3 -hydroxy-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-3-cyclohexyl-propyl ester; 

morpholine-4-carboxylic acid (R)- 1 -[(*S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (R)- 1 -[(5)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -ethyl ester; 
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morpholine-4-carboxylic acid (R)- 1 -[(S)- 1 -(1 -benzothiazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
[2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-ethyl ester; 

pyrrolidine- 1 -carboxylic acid (7?)- 1 -[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

dimethyl-carbamic acid (i?)-l -(1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 

phenylmethanesulfonyl-ethyl ester; 

morpholine-4-'Carboxylic acid (R)- 1 -[(S)- 1 -( 1 -benzylcarbamoyl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-1-[(S)-1 -(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)- 1 -[(S)- 1 -(5-ethyl-[ 1 ,3 ,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

(S)-2-{(R)-3-[2-(l,l-difluoro-niethoxy)-phenylmethanesulfonyl]-2-hydroxy-propanoylamino}-^^ 
methoxy-iV-methyl-butyramide; 

(R)-3 - [2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -N-((Sy 1 -formyl-propyl)-2-hydroxy- 
propionamide; 

(7?)-7V^[(iS)- 1 -( 1 -benzooxazol-2-yl-niethanoyl)-propyl] -2-hydroxy-3-phenyl-methane^^^ 
propionamide; 

(S)-3- {3-[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-propanoylamino}-2-oxo-pentanoic 
acid benzylamide; 

N'[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl] -propionamide; 

N- [(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-3 -phenyl-propyl] -3 -p-tolylmethanesulfonyl- 
propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-7V-( 1 -ethyl-2,3 -dioxo-3 -pyrrolidin- 1 -yl-propyl)- 
propionamide; 

3-(2-difluoromethoxy-phenylnaethanesulfonyl)-7V-(l-ethyl-3-niorpholin-4-yl-23-diox^ 
propionamide; 
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3-(2-difluoromethoxy-phenylmethanesulfonyl)-A^-(l -ethyl-23-dioxo 1 -yl-propyl)- 

propionamide; 

3-(2-difluoromethoxy-phenylmethanesulfonyl)-7V-[3-(l , 1 -dioxo-1 16-thiomorpholin-4-yl)- 1 -ethyl- 
2,3-dioxo-propyl]-propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-iV-[ 1 -ethyl-3 -(4-methyl-sulfonyl-piperazin- 1 -yl)- 
2,3-dioxo-propyl]-propionamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pen^ acid 
dimethylamide; 

3 -[3 -(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pen^ acid 
cyclopentyl-ethyl-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pen^ acid 
phenylamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo^^ acid 
pyridin-3 -ylamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pem acid 
(tetrahydro-pyran-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pen^ acid (1 - 
benzoyl-piperidin-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-^ acid (2- 

morpholin-4-yl-ethyl)-amide; 

(R)-N- [(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl] -2-(2-nitro-phenylamino)-3 - 
phenylmethanesulfonyl-propionamide; 

iV-[ 1 -(benzooxazole-2-carbonyl)-propyl]-3-phenylmethanesulfonyl-2-^^ 
propionamide. 

(R)-A^-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-butyl]-2-(5-nitro-thiazol- 
phenylmethanesulfonyl-propionamide; 

(2S) (4,4-difluoro-2-hydroxy-5-phenyl-pentanoic acid (l(S)-cyano-3 -phenyl -propyl)-amide; 
N-( 1 (S)-cyano-3 -phenyl-propyl)-2-(S)-(2-morpholin-4-yl-2-oxo-ethoxy)-4-phenyl-butyramide; 
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N-(l-(S)-cyano-3-phenyl-propyl)-2-(S)-fluoro-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2,2-difluoro-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(S)-hydroxy-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(R)-hydroxy-4-phenyl-butyramide; 
N-(l-(S)-cyano-3-phenyl-propyl)-2-(R)-methoxy-4-phenyl-butyramide; 
2,2-difluoro-5-phenyl-pentanoic acid (l-cyano-cyclopropyl)-ainide; 
N-( 1 -(S)-cyano-3-phenyl-propyl)-4-phenyl-bvityramide; 
2,2-difluoro-5-phenyl-pentanoic acid ((S)-l -cyano-3-phenyl-propyl)-amide; 
A/-(4-cyano- 1 -ethyl -piperidin-4-yl)-3-cyclohexyl-propionamide; 

^-(4-cyano- 1 -ethyl-piperidin-4-yl)-3 -(2-difluoromethoxy-phenylmethanesulfonyl)-propion^ 
(S)-tert-butyl-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-(2-difluoromethoxy-phenylmethanesulfonyl)- 
ethyl ester; 

(S)-carbainic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 

(R)-morpholine-4-carboxylic acid 1 -(1 -cyano-cyclopropylcarbamoyl)-2-phenylmethanesulfonyl- 
ethyl ester; 

(R)-morpholine-4-carboxylic acid l-(4-cyano-tetrahydro-pyran-4-ylcarbanioyl)-2- 
phenylmethanesulfonyl-ethyl ester; 

3-cyclohexyl-2-hydroxy-7V-[l-(oxazolo[4,5-&]pyridine-2-carbonyl)-propyl]-propionam 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylmethanesulfo^ 
propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]--3-phenylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-dibenzylaniino-3-phenylmethanesulfonyl- 
propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-dimethylamino-3-phenylmethanesulfo^ 
propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-(l -methyl-piperidin-4-ylamino)-3- 
phenylmethanesulfonyl-propionamide; 
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(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-(bis-thiophen-2-ylmethyl-am 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-dibenzylamino-3- 
phenylmethanesulfonyl-propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-(tetrahydro-pyran-4-ylami 
thiophen-2-yl-propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3-thiophen-2-yl- 
propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-3-phenylmethanesulfon^ 
pyran-4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-3 -phenylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-[(2-methoxy-ethyl)-(tetrahydr^ 
yl)-amino] -3 -phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-dimethylaminoO-phenylmet^^ 
propionamide; 

( 1 S)-N-[ 1 -(benzooxazole-2-carbonyl)-butyl] -2-(S)-fluoro-4-phenyl-butyramide; 
2,2-difluoro-5-phenyl-pentanoic acid [(S)-l -(benzoxazole-2-carbonyl)-butyl] -amide; 
morpholine-4-carboxylic acid (S)-l -[(S)-l -(benzooxazole-2-carbonyl)-propylcarbamoyl]-2- 
cyclohexyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl- 1 -[(S)- 1 -(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl] -ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l-[(S)-l-(5-ethyl-[l,3,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl] -ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl- 1 -[(S)- 1 -(5-phenyl-[ 1 ,3,4]oxadiazole-2- 
carbonyl)-propylcarbamoyl]-ethyl ester; 
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morpholine-4-carboxylic acid (S)- 1 -[(S)- 1 -(benzooxazole-2-carbonyl)-propylcarbamoyl]-3 - 
cyclohexyl-propyl ester; 

4-[454-dimethyl-2-(morpholine-4-carbonyloxy)-pentanoylamino]-3-oxo-azepane-l-car^ 
acid benzyl ester; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-cyclopropylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N-[l-(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3-cyclopropylmethanesulfonyl- 
propionamide; 

(R)-N-[l-(benzoxazole-2-carbonyl)-butyl]-2-cycloheptylamino-3-cyclopropylnaethanesulfonyl- 
propionamide; 

(R)-3-phenylniethanesulfonyl-N-[(S)-3-phenyl-l-(tMazole-2-carbonyl)-propyl]-2-(tetrahydro- 
pyran-4-yIamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-3-phenyI-propyl]-3-cyclopropylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-3~cyclopropylmethanesulfonyl-N-[l-(5-ethyl-l,2,4-oxadiazole-3~carbonyl)-propyl]-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-3-phenylmethanesulfonyl-N-[ 1 -(3-phenyl-l ,2,4-oxadiazole-5-carbonyl)-propyl]-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-N-[l-(3-cyclopropyl-l,2,4-oxadiazole-5-carbonyl)-propyl]-3-phenylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

{(R)- 1 - [ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl}-'Carbamic acid tert-butyl ester; 

{(R)- 1 - [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbanioyl]-2- 
phenylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 

{(S)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl] -2-thiophen-2-yl-ethyl} - 
carbamic acid tert-butyl ester; 

{(R)- 1 -[ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yI-hydroxy-methyl)-butylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 
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{(R)- 1 - [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 
cyclopropylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 
(R)- 1 - { 1 -[hydroxy-(3-phenyl-l ,2,4-oxadiazol-5-yl)-methyl]-propylcarbamoyl} -2- 
phenylmethanesulfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropylmethanesulfonyl-l - {(S)- 1 -[(5-ethyl-l ,2,4-oxadiazol-3-yl)-hydroxy-methyl]- 
propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

{ (R)- 1 - [ 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl] -2-phenylmethanesul fonyl-ethyl } - 
carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-3-phenyl-propylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(hydroxy-thiazol-2-yl-methyI)-3-phenyl-propylcarbainoyl]-2- 

phenylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

(R)-l - { 1 -[hydroxy-(3 -phenyl- 1 52,4-oxadiazol-5-yl)-methyl]-propylcarbamoyl} -2- 

phenylmethanesulfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropylmethanesulfonyl-l-{(S)-l-[(5-ethyl-l,2,4-oxadiazol-3-yl)-hydroxy-methyl]- 
propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

{(R)-l-[l-(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesulfonyl-ethyl}- 
carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-3-phenyl-propylcarbamoyl]-2- 
cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 
{(R)- 1 -[(S)- 1 -(hydroxy-thiazol-2-yl-methyl)-3-phenyl-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

(R)-2-phenylmethanesulfonyl- 1 - {(S)- 1 -[(3-cyclopropyl- 1 ,2,4-oxadiazol-5-yl)-hydroxy-methyl]- 
propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

(R)-N-[l-(Benzoxazole-2-carbonyl)-butyl]-2-[cyclopropylmethyl-(tetrahydro-pyran-4-ylmethyl)- 
amino]-3-phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-2-dibenzylamino-3-phenylmethanesulfonyl- 
propionamide; 
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(R)-N-[ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butyl]-3 -phenylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylan[iino)-propionamide; 

(R)-N-[ 1 -(benzotWazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3 - 
phenylmethanesulfonyl-propionamide; 

(R)-N- [ 1 -(benzothiazol-2-yl-hydroxy-methyl)-butyl] -2-dimethylamino-3 -phe 
propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl-^ 
P5a*an-4-ylainino)-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(l -methyl-piperidin-4-ylamino)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(bis-thiophen-2-ylmethyl^ 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-dibenzylamino-3- 
phenylmethanesulfonyl-propionamide; 

(S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(tetrahydro-pyran-4-^^ 
thiophen-2-yl-propionamide; 

S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3-thio 
propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-bntyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-3-phenylniethanesulfonyl-2-(tetrahy 
pyran-4-ylamino)-propionamide; 

R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl-2-(t^^^ 
pyran-4-ylaniino)-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-niethyl)-butyl]-3-phenylmethanesulfonyl-2-(^^ 
pyran-4-ylamino)-propionamide; 

(R)-N-[(S)- 1 -(beiizoxazol-2-yl-hydroxy-niethyl)-bu1yl]-2-[(2-methoxy-eth^^ 
4-yl)-amino] -3 -phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-niethyl)-butyl]-2-cyclohexylaniino-3- 
phenylmethanesulfonyl-propionamide; 
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(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-dimethylam 

phenylmethanesulfonyl-propionamide; 

iV-cyanomethyl-3-cyclohexyl-propionamide; 

iV^cyanomethyl-3-(2-difluoromethoxy-phenylmethanesulfonyl)-propion^ 
3-(3-cyclohexyl-propionylamino)-2-oxo-5-phenyl-pentanoic acid thiazol-2-ylamide; 
3 -cyclohexyl-A/'-( 1 -formyl-3 -phenyl-propyl)-propionamide; 
3-(2-difluoromethoxy-phenylmethanesulfonyl)-A^-[(S)- 1 -(5-ethyl4 1 ,3,4^ 
propyl] -propionamide; 

^-[(S)-l~(benzooxazole-2-carbonyl)-propyl]-2-(2-cyano-phenylamino)-3-cyclohexyl- 
propionamide; 

A^-Cyanomethyl-3-cyclohexyl-2-(4-methoxy-phenoxy)-propionainide; 
2-benzyloxy-A^-cyanomethyl-3-cyclohexyl-propionamide; 

(RyN-[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-butyl] -2-benzyloxy-3 -phenylmethanesulfonyl- 
propionamide; 

(R)-N-[(S)' 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl] -2-methoxymethoxy- 
3 -phenylmethanesulfonyl-propionamide; 

(6)-A^- [(5)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-butyl] -2-hydroxy-3 -phenyl-propionam 

(RyN-[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl] -3 -phenylmethanesulfonyl-2- 
triisopropylsilanyloxy-propionamide; 

(RyN-[(S)- 1 -( 1 -benzothiazol-2-yl-methanoyl)-propyl] -2-hydroxy-3 -phenylmethanesulfonyl- 
propionamide; 

(7?)-2-hydroxy-3 -phenylmethanesulfonyl-A/- [(S)- 1 -( 1 -pyridazin-3-yl-inethanoyl)-butyl]- 
propionamide; 

(iS)-3-((7?)-2-hydroxy-3-phenylmethanesulfonyl-propanoylamino) 
benzylamide; 

(RyN-KS)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionamide; 
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(i?)-iV-[(5)-l-(l-benzotWazol-2-yl-methanoyl)-propyl]-3-[2-(14-difl^ 
phenylmethanesulfonyl] -2-hydroxy-propionamide; mid 

(2R,5S)-2-[2-(l 4 -difluoro-methoxy)-phenylmethanesulfonylmeth^^ 

morpholin-3-one; or[[and]] their corresponding N-oxides, and their prodrugs, and their protected 
derivatives, individual isomers and mixtures of isomers thereof; and the pharmaceutically 
acceptable salts and solvates (e.g. hydrates) of such compounds and their N-oxides and their 
prodrugs, and their protected derivatives, individual isomers and mixtures of isomers thereof 



15. (Original) A compound of claim 14 selected from the group consisting of: 
(7?)-iV-cyanomethyl-2-hydroxy-3-phenylmethanesulfonyl-propionamide; 

(RyN-( 1 -cyano- 1 -thiophen-2-yl-methyl)-2-hydroxy-3 -phenylmethanesulfonyl-propionamide; 

(i?)-iV-(l -cyano- 1 -thiophen-2-yl-methyl)-3-[2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-2- 
hydroxy-propionamide; 

(7?)-7V-cyanomethyl-3 - [2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -2-hydroxy- 
propionamide; 

morpholine-4-carboxylic acid (i?)-l -(cyanomethyl-carbamoyl)-2-phenylmethanesulfonyl-ethyl 
ester; 

morphoHne-4-carboxylic acid (R)-l -(cyanomethyl-carbamoyl)-2-[2-(l,l-difluoro-methoxy)- 
phenylmethanesulfonyl]-ethyl ester; 

(R)-(2-methoxy-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-phenylmethanesulfonyl-ethyl 
ester; 

(S)-diethyl-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-pyrrolidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-4-Ethyl-piperazine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-2-hydroxymethyl-pyrroUdine-l -carboxylic acid (S)-l -(cyanomethyl-carbamoyl)-2- 
cyclohexyl-ethyl ester; 

(S)-(2,2,2-Trifluoro-ethyl)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 

ester; 
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(S)-(2-hydroxyethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(Tetrahydrofuran-2-ylmethyl)-carbainic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-Azetidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(S)-cyclopropyl-carbaiiiic acid l-(cyanomethyl-carbainoyl)-2-cyclohexyl-ethyl ester; 
(S)-piperidine-l-carboxylic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl~ethyl ester; 
(S)-(2-methoxy-ethyl)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 
(R)-3-hydroxy-pyrrolidine-l-carboxylic acid (S)-l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)~3 -hydroxy-pyrrolidine- 1 -carboxylic acid (S)- 1 -(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl 
ester; 

(S)-morpholine-4-carboxylic acid l-(cyanomethyl-carbamoyl)-3-cyclohexyl-propyl ester; 

morpholine-4-carboxylic acid (R)- 1 - [(S)- 1 -( 1 -benzooxazol-2-yl-naethanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (R)- 1 - [(5)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
[2-( 1 , 1 -difluoro-methoxy)-phenylmethanesiilfonyl] -ethyl ester; 

morpholine-4-carboxylic acid (R)- 1 -[(*S)- 1 -( 1 -benzothiazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -ethyl ester; 

pyrrolidine- 1 -carboxylic acid (R)- 1 -[(5)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

dimethyl-carbamic acid (if)- 1 -[(5)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl] -2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (R)-l -[(S)-l -(1 -benzylcarbamoyl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-l -[(S)-l -(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl] -2-phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)- 1 - [(S)- 1 -(5-ethyl-[ 1 ,3 ,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl] -2-phenylmethanesulfonyl-ethyl ester; 
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(S)-2- {(R)-3 - [2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -2-hydroxy-propanoylamino } -N- 
methoxy-JV-methyl-butyramide; 

(R)-3-[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-A/-((S)- 1 -formyl-propyl)-2-hydroxy- 
propionamide; 

(if)-iV'-[(5)-l -(1 -ben200xazol-2-yl-methanoyl)-propyl]-2-hydroxy-3-phen 
propionamide; 

(S)-3- {3-[2-(l , 1 -difluoro-methoxy)-phenylmethanesulfonyl]-propanoylamino}-2-oxo-pent^ 
acid benzylamide; 

iV-[(S)- 1 -( 1 -benzooxazol-2-yl-niethanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl] -propionamide; 

N-[(Sy 1 -( 1 -benzooxazol-2-yl-methanoyl)-3 -phenyl-propyl]-3 -p-tolylmethanesulfonyl- 

propionamide; 

3-(2-difluoromethoxy~phenylmethanesulfonyl)-A/^(l-ethyl-2,3-dioxo-3-pyr^ 
propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-A^-( 1 -ethyl-3 -morpholin-4-yl-253 -dioxo-propyl)- 
propionamide; 

3-(2-difluoromethoxy-phenylmethanesulfonyl)-iV-( 1 -ethyl-2,3-dioxo-3-piperazin- 1 -yl-propyl)- 
propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-iV-[3 -(1,1 -dioxo- 1 16-thiomorpholin-4-yl)- 1 -ethyl- 
2,3 -dioxo-propyl]-propionamide; 

3 -(2-difluoromethoxy-phenylmethanesulfonyl)-iV^ [ 1 -ethyl-3 -(4-methyl-sulfonyl-piperazin- 1 -yl)- 
2,3 -dioxo-propyl] -propionamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pentanoic acid 
dimethylamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pentanoic acid 
cyclopentyl-ethyl-amide; 

3 - [3 -(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino] -2-oxo-pentanoic acid 
phenylamide; 
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3 - [3 -(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino] -2-oxo-^ 
pyridin-3-ylamide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-^ acid 
(tetrahydro-pyran-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pen^ (1- 
benzoyl-piperidin-4-yl)-amide; 

3-[3-(2-difluoromethoxy-phenylmethanesulfonyl)-propionylamino]-2-oxo-pent^^ acid (2- 
morpholin-4-yl-ethyl)-amide; 

(R)-7V^[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-2-(2-mtro-phenylam 
phenylmethanesulfonyl-propionamide; 

iV^[l-(benzooxazole-2-caxbonyl)-propyl]-3-phenylmethanesulfonyl-2-(^ 
propionamide. 

(R)-A/-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-butyl]-2-(5-nitro-thiazol-^ 
phenylmethanesulfonyl-propionamide; 

(2S) (4,4-difluoro-2-hydroxy-5-phenyl-pentanoic acid (l(S)-cyano-3-phenyl-propyl)-amide; 

N-( 1 (S)-cyano-3 -phenyl-propyl)-2-(S)-(2-morpholin-4-yl--2-oxo-ethoxy)-4-phenyl-butyramide; 

N-( 1 -(S)-cyano-3-phenyl-propyl)-2-(S)-fluoro-4-phenyl-butyramide; 

N-(l-(S)-cyano-3-phenyl-propyl)-2,2-difluoro-4-phenyl-butyramide; 

N-( 1 -(S)-cyano-3-phenyl-propyl)-2-(S)-hydroxy-4-phenyl-butyramide; 

N-( 1 -(S)-cyano-3-phenyl-propyl)-2-(R)-hydroxy-4-phenyl-butyramide; 

N-(l-(S)-cyano-3-phenyl-propyl)-2~(R)-methoxy-4-phenyl-butyramide; 

2,2-difluoro-5-phenyl-pentanoic acid (l-cyano-cyclopropyl)-amide; 

N-(l-(S)-cyano-3-phenyl-propyl)-4-phenyl-butyramide; 

2,2-difluoro-5-phenyl-pentanoic acid ((S)-l -cyano-3 -phenyl -propyl)-amide; 

A^-(4-cyano- 1 -ethyl-piperidin-4-yl)-3 -cyclohexyl -propionamide; 

iV-(4-cyano- 1 -ethyl-piperidin-4-yl)-3 -(2-difluoromethoxy-phenylmethanesulfonyl)-propionamide; 
(S)-tert-bntyl-carbamic acid l-(cyanomethyl-carbanioyl)-2-cyclohexyl-ethyl ester; 
(R)-carbamic acid 1 -(cyanomethyl-carbamoyl)-2-(2-difluoromethoxy-phenylmethanesulfonyl)- 
ethyl ester; 
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(S)-carbamic acid l-(cyanomethyl-carbamoyl)-2-cyclohexyl-ethyl ester; 

(R)-morpholine-4-carboxylic acid 1 -(1 -cyano-cyclopropylcarbamoyl)-2-phenylmethanesulfonyl- 
ethyl ester; 

(R)-morpholine-4-carboxylic acid 1 -(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2- 
phenylmethanesulfonyl-ethyl ester; 

3-cyclohexyl-2-hydroxy-iV^[l-(oxazolo[4,5-Z?]pyridine-2-carbonyl)-propyl]-propionam 
(R)-N-[l-(benzotWazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylmethanesulf^^ 

propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro-py^^ 
ylamino)-propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-2-dibenzylaniino-3-phenylrQethanesulfon^ 
propionamide; 

(R)-N-[l-(benzotMazole-2-carbonyl)-butyl]-2-diniethylaniino-3-phenylmethanesulfonyl- 
propionamide; 

(R)-N- [(S)- 1 -(benzoxazole-2-carbonyl)-butyl] -3 -phenylmethanesulfonyl-2-(tetrahydro-pyran-4- 
ylamino)-propionamide; 

(R)-N- [(S)- 1 -(benzoxazole-2-carbonyl)-butyl] -2-( 1 -methyl-piperidin-4-ylamino)-3 - 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-(bis-tMophen-2-ylmethyl-amino)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(>enzoxazole-2-carbonyl)-butyl]-2-dibenzylarmno-3-phenylmethanesulfo^ 
propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-(tetrahydro-pyran-4-ylamino)-3-thiophen-2-yl- 
propionamide; 

(S)-N-[(S)-l-(benzoxazole-2-carbonyI)-butyl]-2-isopropyIamino-3-thiophen-2-yl-propionamide; 

(R)-N-[l-(benzothiazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro-pyran-4- 

ylamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro-p)a:an-4- 
ylamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylmethanesulfonyl- 
propionamide; 
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(R)-N-[(S)- 1 -(benzoxazole-2-carbonyl)-butyl]-2-[(2-methoxy-ethyl)-(tetra 
amino]-3-phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3-phenylmet^ 
propionaixiide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-dimethylamino-3-phenylmethan^ 
propionamide; 

(1 S)-N-[ 1 -(benzooxazole-2-carbonyl)-butyl]-2-(S)-fluoro-4-phenyl-butyramide; 
2,2-difluoro-5-phenyl-pentanoic acid [(S)-l -(benzoxazole-2-carbonyl)-butyl] -amide; 
morpholine-4-carboxylic acid (S)-l -[(S)-l -(benzooxazole-2-carbonyl)-propylcarbamoyl]-2- 
cyclohexyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l-[(S)-l-(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl]-ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl- 1 -[(S)-l -(5-ethyl-[ 1 ,3 ,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl] -ethyl ester; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l -[(S)-l -(5-phenyl-[ 1 ,3,4]oxadiazole-2- 
carbonyl)-propylcarbamoyl]-ethyl ester; 

morpholine-4-carboxyIic acid (S)- 1 - [(S)- 1 -(benzooxazole-2-carbonyl)-propylcarbamoyl]-3- 

cyclohexyl-propyl ester; 

4-[454-diniethyl-2-(morpholine-4-carbonyloxy)-pentanoylamino]-3-oxo-azepane-l-carboxylic 
acid benzyl ester; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-cyclopropylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N-[l-(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3-cyclopropylmethanesulfonyl- 
propionamide; 

(R)-N-[l-(benzoxazole-2-carbonyl)-butyl]-2-cycloheptylamino-3-cyclopropylmethanesulfonyl- 
propionamide; 

(R)-3 -phenylmethanesulfonyl-N-[(S)-3-phenyl- 1 -(thiazole-2-carbonyl)-propyl]-2-(tetrahydro- 
pyraa-4-ylaniino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-3-phenyl-propyl]-3-cyclopropylnGiethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 
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(R)-3 -cyclopropylmethanesulfonyl-N-[ 1 -(5-ethyl- 1 ,2,4-oxadiazole-3 -carbonyl)-propyl] -2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-3-phenylmethanesulfonyl-N-[ 1 -(3-phenyl- 1 ,2,4-oxadiazole-5-carbonyl)-propyl]-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

(R)-N- [ 1 -(3 -cyclopropyl- 1 ,2,4-oxadiazole-5-carbonyl)-propyl] -3 -phenylmethanesulfonyl-2- 
(tetrahydro-pyran-4-ylamino)-propionamide; 

{(R)-l-[l-(beiizotMazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmet^^ 
carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2~yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesulfonyl- 
ethyl} -carbamic acid tert-butyl ester; 

{(S)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl] -2-thiophen-2-yl-ethyl } - 
carbamic acid tert-butyl ester; 

{(R)-l-[l-(benzothiazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethan^ 
carbamic acid tert-butyl ester; 

{(R)- 1 - [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl] -2-phenylmethanesulfonyl- 
ethyl} -carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl] -2- 
cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 
(R)-l - {l-[hydroxy-(3-phenyl-l ,2,4-oxadiazol-5-yl)-methyl]-propylcarbamoyl}-2- 
phenylmethanesulfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropylmethanesulfonyl- 1 - {(S)- 1 -[(5-ethyl- 1 ,2,4-oxadiazol-3-yl)-hydroxy-methyl]- 
propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

{(R)-l-[l-(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylmethanesulfonyl-ethyl}- 
carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-3 -phenyl-propylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(hydroxy-thiazol-2-yl-methyl)-3-phenyl-propylcarbamoyl]-2- 

phenylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

{(R)- 1 -[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2- 

cyclopropylmethanesulfonyl-ethyl}-carbamic acid tert-butyl ester; 
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(R)- 1 - { 1 -[hydroxy-(3-phenyl-l ,2,4-oxadiazol-5-yl)-methyl]-propylcarbamoyl} -2- 
phenylmethanesiilfonyl-ethyl)-carbamic acid tert-butyl ester; 

((R)-2-cyclopropylmethanesulfonyl- 1 - {(S)- 1 -[(5-ethyl- 1 ,2,4-oxadiazol-3 -yl)-hydroxy-methyl] - 
propylcarbamoyl}-ethyl)-carbamic acid tert-butyl ester; 

{(R)-l -[ 1 -(benzoxazol-2-yl-hydroxy-methyl)-butylcarbamoyl]-2-phenylrnethanesulfonyl-et^^^ 
carbamic acid tert-butyl ester; 

{(R)-l-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-3-phenyl-propylcarbamoyl]~2- 
cyclopropylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 
{(R)-l-[(S)-l-(hydroxy-thiazol-2-yl-methyl)-3-phenyl-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl} -carbamic acid tert-butyl ester; 

(R)-2-phenylmethanesulfonyl- 1 - {(S)- 1 -[(3 -cyclopropyl- 1 ,2,4-oxadiazol-5-yl)-hydroxy-methyl]- 
propyl carbamoyl} -ethyl)-carbamic acid tert-butyl ester; 

(R)-N-[l-(Benzoxazole-2-carbonyl)-butyl]-2-[cyclopropylmethyl-(tetrahydro-pyran-4-ylmethyl)- 
amino] -3 -phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzotWazol-2-yl-hydroxy-methyl)-butyl]-2-dibenzylamino-3-phenylmethanesulfon^ 
propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-2-dimethylamino-3-phenylmethanesulfonyl- 
propionamide; 

(R)-N- [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3 -phenylmethanesulfonyl-2-(tetrahydro- 
pyran-4-ylamino)-propionamide; 

(R)-N- [(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-( 1 -methyl-piperidin-4-ylamino)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(bis-thiophen-2-ylmethyl-amino)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-dibenzylamino-3- 
phenylmethanesulfonyl-propionamide; 
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(S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-(tetrahydro-py^ 
thiophen-2-yl-propionamide; 

S)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-34Mophra^ 
propionamide; 

(ll)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-isopropylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[l-(benzothiazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl^ 
pyran-4-ylamino)-propionamide; 

R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfonyl-2-(^^^ 
pyran-4-ylamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-3-phenylmethanesulfo^^^ 
pyran-4-ylamino)-propionamide; 

(R)~N4(S)- 1 -(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-[(2-methoxy-et^^^ 
4-yl)-amino] -3 -phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-cyclohexylamino-3- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazol-2-yl-hydroxy-methyl)-butyl]-2-dimethylamino-3 

phenylmethanesulfonyl-propionamide; 

iV-cyanomethyl-3-cyclohexyl-propionamide; 

A^-cyanomethyl-3-(2-difluoromethoxy-phenylmethanesulfonyl)-propi 

3 -(3 -cyclohexyl-propionylamino)-2-oxo-5-phenyl-pentanoic acid thiazol-2-yl amide; 

3 -cyclohexyl-A^-( 1 ~formyl-3 -phenyl-propyl)-propionamide; 

3-(2-difluoromethoxy-phenylmethanesulfonyl)-A^-[(S)-l-(5-ethyl-[l,3 

propyl] -propionamide; 

A^-[(S)-l-(benzooxazole-2-carbonyl)-propyl]-2-(2-cyano-phenylamino)-3-cyclohexyl- 
propionamide; 

A/-Cyanometliyl-3-cyclohexyl-2-(4-methoxy-phenoxy)-propionamide; 
2-benzyloxy-JV^cyanomethyl-3-cyclohexyl-propionamide; 
(i?)-iV'-[(5)-l-(l-benzooxazol-2-yl-methanoyl)-bu1yl]-2-benzyloxy-3-ph^ 
propionamide; 
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(RyN-[(S)'l -(1 -benzooxazol-2-yl-methanoyl)-propyl]-2-methoxymethoxy- 
3 -phenylmethanesulfonyl-propionamide; 

(6)-JV-[(iS)-l -(1 -benzooxazol-2-yl-methanoyl)-bu1yl]-2-hydroxy-3-^^ 

(R)-N-[(S)- 1 -(1 -ben200xazol-2-yl-methanoyl)-propyl]-3-phenylmethanesulfonyl-2- 

triisopropylsilanyloxy-propionamide; 

(i?)-iV^[(5)-l-(l-beiizothia2ol-2-yl-methanoyl)-propyl]-2-hydroxy-^ 
propionamide; 

(i?)-2-hydroxy-3-phenylmethanesulfonyl-A^4(S)-l <1 -pyridazin-3-yl-me 
propionamide; 

(6)-3-((i?)-2-hydroxy-3-phenylniethanesulfonyl-propanoylainino)-2-oxo-pentanoic acid 
benzylamide; 

(RyN-[(S)- 1 -( 1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionan[iide; 

(R)-N-[(S)'l-(l -ben20thiazol-2-yl-methanoyl)-propyl]-3-[2-(l , 1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionamide; and 

(2R,5S)-2-[2-(l , 1 -difluoro-niethoxy)-phenylniethanesulfonylniethyl]-6-ethoxy-5-ethyl- 
morpholin-3 -one. 

16. (Currently Amended) A compound of claim 15 selected from the group consisting of: 

morpholine-4-carboxylic acid (R)- 1 -(cyanomethyl-carbamoyl)-2-[2-( 1 , 1 -difluoro-methoxy)- 
phenylmethanesulfonylj-ethyl ester, (Compound 31); 

morpholine-4-carboxylic acid (R)- 1 -[(S)- 1 -(1 -benzooxa2ol-2-yl-methanoyl)-propylcaTbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester, (Compound 11); 

morpholine-4-carboxylic acid (i^)-l-[(5)-l-(l-benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-ethyl ester, (Compound 14); 
morpholine-4-carboxylic acid (i?)-l -[(5)-l -(1 -benzothiazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
[2-(l,l-difluoro-methoxy)-phenylmethanesulfonyl]-ethyl ester, (Compound 15); 
pyrrolidine- 1 -carboxylic acid (R)- 1 -[(S)- 1 -(1 -benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester, (Compound 19); 

dimethyl-carbamic acid (i?)-l-[(6)-l-(l-benzooxazol-2-yl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester, (Compound 20); 
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morpholine-4-carboxylic acid (R)- 1 -[(S)- 1 -( 1 -benzylcarbamoyl-methanoyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester, (Compound 25); 

niorpholine-4-carboxylic acid (S)-l-[(S)-l-(oxazolo[4,5-b]pyridine-2-carbonyl)-propylcarbamoyl]-2- 
phenylmethanesulfonyl-ethyl ester; 

morpholine-4-carboxylic acid (S)-l -[(S)~l -(5-ethyl-[l ,3,4]oxadiazole-2-carbonyl)- 
propylcarbamoyl]-2-phenylmethanesulfonyl-ethyl ester; 

(R)-3-[2-(l , 1 -difluoro-naethoxy)-phenylnaethanesulfonyl]-iV-((S)-l -forniyl-propyl)-2-hy 
propionamide; 

(i2)-A^-[(AS)-l-(l-benzooxazol-2-yl-methanoyl)-propyl]-2-hydroxy-3-phenyl-^ 
propionamide; 

(S)-3 - {3 - [2-( 1 , 1 -difluoro-methoxy)-phenylmethanesulfonyl] -propanoylamino } -2-oxo-pentanoic acid 
benzylamide; 

(R)-iV-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-propyl]-2-(2-nitro-phenylamino)-3- 
phenylmethanesulfonyl-propionamide; 

(R)-JV'-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-butyl]-2-(5-nitro-tWazol-2-ylamino)- 
phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-3-phenylmethanesulfonyl-2-(tetrahydro-pyran-4- 
ylamino)-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-isopropylamino-3-phenylmethanesulfonyl 
propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-[(2-methoxy-ethyl)-(tetrahydro-pyran-4-yl)- 
amino]-3-phenylmethanesulfonyl-propionamide; 

(R)-N-[(S)-l-(benzoxazole-2-carbonyl)-butyl]-2-cyclohexylamino-3-phenylmethanesulfonyl- 
propionamide; 

morpholine-4-carboxylic acid (S)-2-cyclohexyl-l-[(S)-l-(oxazolo[4,5-b]pyridine-2-carbonyl)- 
propylcarbamoyl] -ethyl ester; 

(*S)-3 -((7?)-2-hydroxy-3 -phenylmethanesulfonyl-propanoylamino)-2-oxo-pentanoic acid 
benzylamide; and 

-(1 -benzooxazol-2-yl-methanoyl)-propyl]-3-[2-(l ,1 -difluoro-methoxy)- 
phenylmethanesulfonyl]-2-hydroxy-propionamide. 
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17. (Original) A pharmaceutical composition comprising a therapeutically effective amount 
of a compound of Claim 1 in combination with a pharmaceutically acceptable excipient. 

1 8. (Original) A pharmaceutical composition comprising a therapeutically effective amount 
of a compound of Claim 2 in combination with a pharmaceutically acceptable excipient. 

1 9. (Withdrawn) A method for treating a disease in an animal in which inhibition of 
Cathepsin S can prevent, inhibit or ameliorate the pathology and/or symptomology of the disease, 
which method comprises administering to the animal a therapeutically effective amount of 
compound of Claim 1 or Claim 2. 

20. (Withdrawn) The use of a compound of Claim 1 or 2 in the manufacture of a medicament 
for treating a disease in an animal in which Cathepsin S activity contributes to the pathology 
and/or symptomology of the disease. 
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